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J?*IHS*» flljitt. 'at>3^, 3h-)#, 9^-h^-tf. TtU=y, 9-? + *e>1 
n > < , zi + if . ft 3.^ U-y'^^r, f t t x > ? ^ # . + x t > x > ? 

i A tf . ^y; > a — a f t > n - > ,-t* - 7 - » t > 'i * y □ t h ') , xy?^ 

> A if , ^ ') t=r i 'A !,'4 v ^ 'J 3 -< >l, ^ H , t^pt •( ^S, -f t7 , ^ K <) y if s i 9 T 
ij ^ x # N 

^ *t I B 3U fylJ^a. «7^7^7i,y, 7 ? T 7* 7 7^ x . A^^T-T => Uv . 

9 ¥ \s T ~7 =j Uv , * V ^ ') il > x , T>f7-*f77>i-NX. ^ ) ^ il A tf U y , 9 

73+^^7Ay, * > x 7 3 f x 7 = , 7 ' < n rj f ? $ % x ^ 7 < — 'i — 7 n -f- x 7 

5 , f x ^ > 'M ^ x . h kM a 7 > 7 . t ;» h tT 7 > 7> , -fc x n 7 > 7 

N <y v r a 3 n # N 

' @ W*. Mx.lt. * Xx ; ; . ^ 'J >su : s . ann* ^Ax . -f * 5 X'/OU 

X » ZX- * >f*7 Uv . T X '/ r 7 >• , -V > 3 TV ^ » ' t > a ?y * , X T 7* O T" 1 77 H . ? >< 

=i x > U x . t7?^Mi«y, 7 7 J v y 7 7) ; ^ ') , ^v^^Tv^^r'J, 7 7'lt 

>R M 1=11- flj £ U\ fi'<i, sj- t1- 9 a / < x , -b > ^ ~ 9 x % -7'l^d, 5 # > 3 

= / < x . ? * > < x . -f .^At 7*') Jf- a x 3 ^ x 3 -9 ^' x . ^ x >< x . -3 if 9 T ii 

A x 77 , ^ "7 7 -f x v 77 . x -7- - v 9 v ii m , 

T*;-77|§4, Witt, ; + ;+ ^D7f ;77, ^ t ^ -( D7f ; -77? , 

IS *§ Ul fit !fe . W 7C Ii . fit^T'J, * A a 7s ^ 7*7 7X7 x- f. ?p v 

la&EBitu fyijTta. k )*f?**v9. * + 7^ 7* >j , 7 t > '=r^7* , ^ d ^^7* 

yDT'lISi tfij x a . A x x a T >) , -V v h x a t -J # , 

7^ ^ =. , 5 77 > -t tf 7 - , ') > +h tf 9 — . ft i *3 'I 7 L- /X' ;U 7x' 7 S H . X ;f 

f h 7-7y>;l, a bf > * 9* - . *r + tf zi + 7 — s 3 ft 3 -7h y-, >t 7 x 7 7* - , 7 

nvf7r-f. 

M^ff^ttttlStH, fliff. -t -V v t ^ 3 7-b > f ^ 7 , U^lt>f^, 9 A X 
yUt>f ^^x>77*U4:>f^7, 7 7 ,/f ^yf 

[ 0 0 5 5 ]. 

[ 0 0 5 6 ] 

X . ill ^ =1 -f ;V . 7 > 77 . r 7* 7 a x # # < <r> m * ic fcuT 'J > JRI . 7 

-'U-HW* # 7* - M \z ft t Z> IK \t tk Jfc IL. filb ^ ffj co M tj -f Jii ISJ H % 7.jr c T is 

*) . & ft t± ^ t€ ^> w * ^ - ic it »j 4- w m m * n x u 4 .. * % d« ft ^ m a @ tt &m 

<r> a tJ, -f % |» >i > JPJ , 77- 7< > - h SU . i^UMF »J ft fix tt ^ ilt <^ S * ^ , ® f - 
m ft I>l tt. ^ Ktco 7*nic^ « ii fe L * fx" - */J -1 % * 6 38 JW ? & 6 . ' 
[ 0 0 5 7 ] 



£ fz * % nq ft & » ti $ II *>« '> £ < , .% £ ^ S ifn itt *j ^ <?> $ tt ^ (ft < . $ _4 14 <t> if v * $ »J 
* a njj ft #r « ti . * & 4 "ft Wis S . ft tH ^ * «t> ft f& fjj iz ft fti^t K ih ■fZfzsbnm 

[0 0 5 8 ] 

* f£ BB ft + ic IS. SfflS.tt. MrSli, Mftffl ^ot £> £ . 3" £ * H Hfl 

ft^^4-^ttft£'-0y<o4uc utu* • ft ^-att^^-rt^t**. ' 

[ 0 0 5 9 ] 

s * ft ffij , 7nT7-.u, xt*/-ju. imaj. fiummwLM. mmm. mhh. -muni 
^>\,m<» m m \z m m ft l t a- + * . 

[ 0 0 6 0 ] 

/ill ffj to ck V m # t LTUISl 5! »J«Biatt4*^ll. * *E ». . W «f ^ M » 14 ft * 

. m± , mmft. 5:1 m,?. + 'Mn7 on. ^ l ^f^tt 

*W * g Ifj k "t -5 if ft It . V d x > . ^H>k^7i^>hf7*fw 5 -ft e 7> , v ? 

■ 

o ^ * -t > , x 7 a ^ ^ *t J > , / Hi*'^T; |>\ : J } =f- >l 7 S >i ,fx y h" , T >l ~d 

:U'T^. « t'fJPJ [C ffl u h ft h t! 7s V< n i¥ t L T li . "7* ? > 77* 7s N L P G - i> > * * 
x - t >i is J: V^ie ^ 7s § ftffj 1- ^ c t **T- S -5 . 
[ 0 0 6 1 ] 

ifl^SttfcLTtf, li ti & l "ft 5fi» - M ft tt . it , %o ^ -fe * a - 7s # (7) 0f fiX ^> . > ? 1 * 
n t K a df- x h * x > % ; ;i, x t K n 77 4 r u ^ -v 9 ffi W <n Wt f t R/j ih ffj . ft Kn ftfi 

#<t)«^^, h ^ ^7 v * # <?) -T- ^ ^ -< v h ic j: z>mmn±M. *-x-&n> 9 

[ 0 0 6 2 ] 

c ti «b ^ Hi gij ic to u x W - o £ * m B * t ^> £ #> ic, ^ © ^ ib U S li » 14 »J * ^ flu 

9?HStt»J t L T li . ft\z mfelt 4 u &», Witt. # ^ ^ x ^ l 

> 6* M" /jll L fz T >l 2? >l zt. — A, . t' 'J t 4 >• x -f U > ft /Jli L/:ii fflj flfi ixxf^, # 
•J t^f-y if 1/ > 6»ft /JU U V * f 7 > if JMWj$*-x 7s t- * . | ') t^y if I >' **ft^ll 
L h ') 7s -7- TJl 7i = 4-I-t*«|^M ^ > '14 ?|1 SB r5" ft ?PJ . #'J^Jf-yXfU>6»ft 

/jn L /i T 1 >l ^ >l "7 x >v x — -T- )i <7) (it i& x 7, -r ^ Jf=i , r ^ ^ f V 5" U > X Jl t» > i& H . 

'J 7^ ^ t> > s 'J 7* xl > 7 N ;U ,t > ^ M . T ^ ^ + 7 7 L > 7s >l >WcU.<T> * A T 

- [0063] 

* y& nfj ft ^ « * m m m <r> m m it « w utLt ffl ^--5^^. f - <r> m n 4" ^ ^ $/j br-^ « 

ti 0 . ON 9 0 D » k < C (ff £ l> < ti 0 . 0 5 ~ 8 5 9 . *ft»J 

, Hlffl , S ffl - ^ a t -7 ji M . -M EM - m ft i< ft m it * T pfr £ <50 8 « ic^mLT, s w 

. m m : & & % ^ it % m m ht, jpj • e m it * <r> * * m ^ h.s u ti ± jk ic jk *b -t 5 75 

[ 0 0 6 4 ] 

ii:, * € iiij ft (t m * m mm?) * » 14 «w w ?pj t ltce e r * * c a . n an , * ^ jpj 

. 7nT74/fj*f |J t|< T* P/f <7) '3« fyL IC Ifi fR L T ffl L , ®M . it 1 /-*. HfKIIJ. ill 
[ 0 0 6 5 ] 



<r> -ft ffi t- (ii ffl t4. f^^kLTtt, $J l£ £ % irj jUtt (sy s temi c ■ cont 
r o 1 ) * 13 W t ? h Jg □ ic , 77 7* -b >i . vi- i« £ . flaflfi A . M . iilt ( ffi ft 

- .ft T . fi# « » Ill AS # ) *P lc J; 0 ft 4 * 4 7? ffi 6* 3* if «b ft . # _4 # ft ( n o n - s 
y s t em i c control) Sl-fiktiS&tt. «i'lxXtt*ttftJW*«f8, £ 
( p o u r - o n ) . «T ( s p o t -o n) fl: J: Ift^ti ^ffito «k VltJ18«l9J 

?S±»l«ft 1 k g ICHLT, #»W=Ht£*W tUO. 0 1 - 1 0 0 0 m g *>»J£Tffiffl 5 ft 

[ 0 0 6 6 ] 

Srfc. *f&W?ft£^tt#J*T^ + ft1r$?£>* C till 7 iTtiftuii', fttKW^Stt^ 

Wftfew, « a 9j . « * • « 7 - 1 . & m ffj - « « n ay . « ti »k he a- , ± sa 

» mm ft X iJ 2 M W ± t iftffi * fc I J 0f- fflt^cUT'^. 

[ 0 0 6 7 ] 

fH flP flJ # <^ If #J flR ft <w ft St 0J * W 7 lc 77; * . 
[ 0 0 6 8 ] 

* \- 7 9 > , 7t'^7K f ^7^, / 7*7, v > * 7 , v > rj -tf 7\ 7' a tf 

* 7. * V 77 - / < > - h . .7 p p 7 p x > . df > h - -tf > » + 7* 9 t- 'I . A ~f u ; J * y 
, 7 a -( 5 I " > , tf > ? p 7 'J > , 7 >i t & -i 5 K . 7 -1 t — 4 , ;» 7 a x >u . 7 

;U S 7 — >l , > •/ 9 P > , ?f df- x 77 ^ ?K ^ x > . ^ -t ^ ^ T ^ 5 — O U , 7' P > < ^ 77 — 
7 , h ') Ty } 7^ > . h ') T v > — ^ . 7' P f =3 + '/ — ^ . > ; ^ P 7* h 5 7 — >l . tf T 

9 ; — ^ . -N^^ 3 f/-;K v^pyy-i^ 7 4 >- 7 7 — ^ , x 9 n + 7 — ;u , 

7 ;u jj- h '] 7 '/ - 11, , 7 4 h ') ? 7 I > , <>3+7-i, 7 — 3 7 — >l . -4- 'f 7' P 3 

+ 7 — X , 7 1 + 'J t - i , h ') 7 i ; '/- i , 7 D ? a 7 X , 1 7 f J ;K ^ 7 7 7 X 

— h , h ') -T ^ H 7 . 7 x > 7' a f t ;U 7 . h >) t- ') > . 7* ^ ^" ^ — h , t" 'J 7 x J 7 ^ 

7x . 7 - 7 y > , 'i t ^ X > ' , > 7 7 > , t * *f 7 * >" ^ , 77 7^yi, /( V 7' 

p * * 7 > , 7a + 7— n, . f a — ^ — H 'J > , 7' 7 X h +>• -i i? > S il X t7 v >- > 
. ■»< 'J y 7 -j y >\ Kiyt Kn^M,7'h7-jy>. ^ / 5 * - $ * ^ > 7 7 . ^ * 

h , ft h 'J 7 x x. ^ % xXK7x>77^7\ > ? ^ * * * * 7* , ^;>^7T-7--h 

, tf ^* ^ 'J >l , i,yf>, If, yf 7 />", 7 i 77 7 7\ 7x+=;X^7, 7 a' 

> 7 > > 7*7f f >, h* y > , IBP. X -f 7 x y X s t 1 ' < x tf 'J U , 7 x ^ ^ 7 > 

. h 'J ? 7 ; H , > 5 7s ;l t> 77 ;U 7\ 7 * T 7 7- is . x h J 7 *) 9 . ^^^7, tf 
p df- a > , -r^P75'7^. 7*7^', 7x + 7>^^c-7h*, f 7^> / '/- ^ . h 'J 

•> 7 7 7 — 'l . tf > 7 p 7 'J > . y I- -t - i , v 7 P 7 9 — il , r T ^ > , 7 P ^ t 
77 * 7Jjg |&J{I . jJ- V 'i x v 7 g&. 
[ 0 0 6 9 ] 
«: * • lk L 7 x fpj : 
1f t9ii to «k v 77 - a > - h * gij : 

7 x > -f f y . 7 x x h p f- t y . 7 ^ r y j y . 701^1^, ESP, '< 5 h* ^ * 

y . 7 x > h x — h , y>n-K * ^ t ^ jf- > . v 7 7 > . h 7 p ^ * > ■ . * * >• 

h > . *^>7K y ? d 4 ;t: x , t -fe 7 x - h . E P B P , > >i ** 7 ^ ^- y , t x 

x > h > > -7 1 'U , x -T- yf > , •H- 'J * * y . T J * X , -(V^f^f t>> 'J 7 7 x > -T 

^- >. , * +f a > . > 7 ^ ^ > » 7s ;t 7' p jfc X . 7 p ^ 7 x > t* > 7k , f h 7 ? o 4 t: 

>*^, 7 > ^ tf > * X , T'nM'i);^, f'7 7i>t^, If Jlf tH>. 7" P 7 x 

7 * 7, s f 7 7 p t> ^ , t ; 7 D h * 7, , Tyy^Hi, T'l^f 1^17", ^VH 

. f ^ 7 77 >b 7 , 77 ^ t> 7 7 > , 7) 'L- t' 7, 4 7 T y > ^ > 7 7 77 ^ 7\ 7 7 f- ^" 77 >l 7* , 

7'ut^7)i, BPMC, MTMC, Ml PC, 77 * ^* -J * , tf 'J 5 77 - 7\ x * t 7 x 



> ij ji V . 7 x ; ^ >- 77 >v 7\ 77 >i 9 v 7' . ^ t > -9 y u . *< > x ^ 9 *j V ^ „ 

[ 0 0 7 0 ] 

tf L, * n --f K : 

> . fl- h TU'I^, fh? A'J>, X > h 'J > , i/* > * 'J > , 7' n /\' X. 'J 

> , 7 x ; S 'J > . .7' n S ') > s 7 ^ A 'J * — K . y 7 i h 'J > > /^D |- ']>, 7 >l i/ 
b 'I — K . X h 7 x > 7' a 7 ^ 7 N , > • ? a 7' P h '» > s h7D>H>\ X 7 7 ^ /}" 7 

[ 0 0 7 1 ] 

^ > ■ •/ A >i i I t & f <7) fan -® 4; IfiJ : 
:>* 7 >l ^ > X a > , ?ni7JlTXn> ( ^ ^ *t 7 ;u A n y s ^ 'J 7 >l U n > N t h 7 "< 

>Xd>, 7/U7x7 7 7nD>, 7 >■ 7 n 7 7x a > , 7* 7* a 7 x -y > . f 'J ^ n Jf y 7 
x > , >h7'U>. ^ > 7* X t" > , x'T7iyf -1 ; 7 ? D 7 1 U' , 7 i 7* a x 

* , fiSie- 3 * > , a t- 7 > . HT^tF, fJM'tt - B T ^^ffiW^ 1 'V * tc t<r> 

[ 0 0 7 2 ] 

7 x -J- 5 * * . * 7, t -tf - h # o 

? a >i ~t > v* U — h , 7 x x y 7 - a =e U - h , x ^ * 'l- , T 5 h 7 X . BPPS, -< > \f 

> - K ^*x*T'/**» ift7i>7 , ?X.X < # 'J x * ; ;> * * * - h . C 
PCBS. f h 7y 7"^U > 7 ^ > , 5 ^ > 2 =f y „ 7P7x>-ri/>, ^^^r 
+t -f > , t" 'J 7 ^ > • , 7 x > tf a *r y J- — \~ s t- 7 7 x > f 7 K . £' 'J 5 •/ 7 x > ■ , 7 x 

; ^ t 77 * 7* . >-* X ^ ? a ;U # „ 

[ 0 0 7 3 ] 

« *» £ E SIIIS »J : 

^'<U , J>Sl(Wi.a:^' < «U , J>A3. y^L 'J>A4, U 'J > A 7 ) I A A . N A 
A, 
[!^J£^J] 
[ 0 0 7 4 ] 

YK ic, 55 tt M * ¥f 1-fT , * f£ HH * 3 «b ic s$ M ic Si W + &. mm M 4- ^ ft ^ S ? <?) nfi IK 
[ 0 0 7 5 ] 

mmm 1 

4 — [ 4 — N i tro — 3 — (tr i fluoro methyl) phenoxy]— 1 
— [5 — (t r i f 1 uorome thy 1) — 2 — pyr-i dy 1] 
p i pe r i d i ne^«II (ftfrftS^ 1 - 3 ? ) 

[ 0 0 7 6 ] 
I it 7 ] 




F 3 C 



[ 0 0 7 7 ] 

4-t h'n^ylf^'j/V (3. 0 g ) , 2 - ^ n n - 5 - h ') 7 4 t n > f ;l, f ') 

>' > ( 5 . 4 g ) <50 x ? ; - >i ( 2 5 m 1 ) fern. tc. h 'Jif *75> (4. 5 g ) ~k fla 

H^TkT-^^L, JR^flUftv x -7 Z*T«t* L -fc. S^^Sff^i L . ft^-ft (1 0) 
(5. 9 8g)£ffT. CfiO $ *JX*>Jx(E£fflufc. 
[ 0 0 7 8 ] 

ft^r't/ (10) ( 4 . 9 g ) . 5-t h'n^y-2--hn^>'/h ')7^t')F (3 

. 2 g ) > fejjyh 7i-*ij>X7 ■(> ( 5 . 6 g ) 60 T H F (30ml)fSi*lc.* 
/15 T . T'/y^a>lf>My7-Dif;u^f^ ( 4 . 3 g ) ^THF (30ml) v§ % 
* jjSj T L tz . iS f=T « * £ g IC # U L T 3 nf n IKtt L tz > U ff M « L fc . » $ * 77 7 ^ f 
P7K77^-|;^ n m l , ^Eftl^tl ( 5 . 98g) tSfc; 
viscous oil 

1 H NMR (CDC 1 3 ) 5 1. 3 6 - 1. 9 7 ( m . 2 H ) . 2 . 0 4 - 2 . 1 4 ( 
m . 2H) . 3. 64-3. 7 2 ( m . 2 H ) . 3. 90-3. 99 ( m . 2H) . 4. 
71-4. 7 7 (m. l'H) . 6. 7 0 ( d . 1 H) . 7. 13 ( d . 1 H) . 7. 32 
( d . 1H) . 7 . 6 5 ( d , 1 H ) . 8 . 0 2 ( d i 1 H ) . 8 . 4 1 ( s . 1 H ) 

[ 0 0 7 9 ] 
HI £09 2 

4 — [4 - Am i n o — 3 — ( t r 1 I 1 u 0 r o m e thy 1 ) phenoxy] — 1 
— [ 5 — ( t r i I luoro methyl)— 2 — pyr idyl] — 
p i per i d i n e <oM ( ft ifrM-f 1 - 1 68) 
[ 0 0 8 0 ] 
[ ft 8 ] 




[ 0 0 8 1 ] 

MM M 1 T f# <b ti £ f -< 'J x- > ( ft ^Wif 1 - 3 9 . 5 . 7g) win-* (30 
0 m 1 ) SJSic . 3E#ft* (18. 8 g ) , M ft ii >i •> ^ u 2 ¥ f n *5 ( 1 . 9 g ) £7jii;cT 
. ft t!r J» * - lift tin & M ftt L f- . S & !» * § U £ X-)v *Ltz'ik\z. -b 7 -f h % iflj L T ig L 
. & JEE « L . .9$ ft. * 2 a a * * ^ T- ffi fR , * ? ft # L . M * fift& 7ny9i, 

?ffii»Lfc. jgltKflEiSLT. WSfiftSUB (5. 4g) 
n D 21 - e 1 . 5 2 5 9 

I H NMR ( C D C 1 3 ) 5 1 . 7 7 - 1. 8 8 ( m . 2 H ) . 1. - 9 4 - 2. 0 4 ( 
m . 2H) . 3. 53-3. 61 (m. 2H) . 3. 90-3. 99 ( m • , 3-4H) . 
4. 38-4. 45 ( m . 1H) . 6. 69 ( t , 2 H ) , 7. 0 0 (d. 1H) . 7. 
0 4 (d. 1H). 7. 62 (d. 1 H ) . 8. 39 ( s . 1 H ) 
[ 0 0 8 2 ] 
M#IJ3 

4 — [4— Chi oro — 3 — (tr i f luorome thy 1) phenoxy] — 
1— C5 — (tr i f luorome thy 1) — 2 — pyr i dyl] — 
p i p e r i d i n e <oM ( ft&=M^ 1-15) 

[ 0 0 8 3 ] 



[ft 9 1 



F,C 

[ 0 0 8 4 ] 

jgftia (id ( o . 14 

- 7* f- * ( 0 . 1 3g) $ 

t* ft "o ft fc e < 'J y > (ft 

) S SK * flo £ fc . 

, ftftx * * TtttH L fc, 

) 

n d 21 - 9 1 . 5 2 7 5 
>H NMR (CDC.l 3) 
m • 2 H ) . 3 . 6 0-3 
5 6 - 4. 6 3 ( m . 1 H 
( d . 1 H) .. 7 . 4 0 ( 
[ 0 0 8 5 ] 

M jh #J 4 
4 — [4— Bromo — 3 

- [ 5 - ( t r i f 1 u o 
p i p e r i d i n e^i! 

[ 0 0 8 6 ] 
[ ft 1 0 ] 



CuCI2 / iBuONO 




KC 



g ) <r> t -fc h — h 'J >i (5ml) 

m 7 L fc . % & » % 1 0 » ffi It L 

16 8. 0 . 3 5 g ) <r> 

T£ h\z 1 nffflflttfLfc 

f 7 7 < - \z J: 9 ffi Hi L 



A % S ^ 1 - 



ft ic, * ft T . 3E 68 ® t 

&ic . *^t. m&m 2 

t fc h - h 'i ji (3ml 

x ^ 4* V»L 
. SSjEffc^Jft ( 0 . 2 g 



8 1. 8 2- 
. 6 8 ( m . 
) , 6 . 6 9 
d . 1 H) . 



- 1 . 9 2 ( m . 2 H ) , 

2 H ) . 3 . 8 9-3. 

( d . 1 H ) . 7 . 0 1 

7 . 6 3 ( d . 1 H) ■ 



1 . 9 9 - 2. 0 8 ( 
9 7 ( m . 2 H ) . 4 . 
( d . 1 H ) , 7 . 2 4 

8 . 4 0 ( s . 1 H) 



- ( t r i f 
r o m e t h 

it ( it a " 



luoro. methyl 
y 1 ) — 2 — pyrid 
71-23) 



) phenoxy] — 1 
y 1 ] - 




CF, 



[ 0 0 8 7 ] 

Jlftfl ( 1 1) ( 0 . 22g) ^)7tl-l 

- 7 * * ( o . 1 2 g ) * ffi t l fc . mt>m 

X-m h ft fc f < 'J X > ( ft n-^H-f 1-16 

. itif it fcts l fc o. * m m * * T* $ 

. fiffii L fcc 8I4^i,?D7h r 7 

g ) * m fc . 

n p2 1 • 8 1 . 5 3 6 5 

1 H NMR (CDC 1 3) 
m • 2 H ) . 3 . 6 0-3. 

( m . 1 H ) 
7 . 5 8 (s 



•j >i (5mi) mmmz . *ftT\ j&mm t 
%i o # mum Lfc^ic *^t, mit^ 

8.0. 3 2 g ) • fio T fc h - h ') >i ( 2 m 1 
2 . 5 nf F»!3 Htif L fc . £ * * ic 'iioT' 

^ -f — ic .j: o nm l , ef3Bft-&*& ( o . 2 1 



6 



6 3 



5 7-4. 
( s . 1 H ) 
[ 0 0 8 8 ] 

fcligtfij 5 
4 - [ 4 - CB i 



1 . 

6 8 

, 6 



8 1-1. 
( m • 2 H 

6 8 



( d 



1 H) 



( 



92 (m. 2H) . 1. 99-2. 08 ( 

) . 3. 88-3. 96 ( m . 2 H ) . 4- 

. 1 H ) . 6 . 9 4 ( d . 1 H ) . 7 . 2 4 

63 (d. 1H) , 8. 40 (s. 1H) 



s (methyl s 
u o r o methyl) phenoxy] 
1)— 2 — pyridyl] piper i 
[0 0 8 9 ] 



u 1 fonyl) amino]— 3— (tri fl 
— 1 — C 5 — ( t r i f luoro methy 
d. i n e <7>MW. ( ft£M-f 1-1 7 8) 



[ it 1 1 ] 




[ 0 0 9 0 ] 

M is M 2 T* ?# >b tl tf ^ '/ >-* > ( ft □ tit 1 - 1 6 8 < 0. 3 2 g) ^THF (5m 

1 ) igJftlCs tK^T, * 9 > 7 N ;b * - 4,-? D')F ( 0 . 0 9 g ) !:Hlf4T;> (0 

. o 8 g ) * /jii £ Ac o % % & £i tc # a l t 4 ^ n mnt. 2 h \z 3 . 5 n# n n\ mm u 

Lfz. «£«W*Sa*-Cft*Lfc*IC. * left of, S&x*;!, TtetB Lfc. 1r 

T i5t ft I . M * (St l^n^y-) T $2 1* & . ^iL, IS E m mtfz, B S * # 5 W> n v 

h r 7 7 ^ - ic j: *) *S$U t , JBKffc n ^' (.0 . 2 0 g ) 

amorphous 

1 H NMR (CDC 1 3 ) 5 1. 87-1. 96 ( m . 2H) . ■ 2 . 01-2. 10 ( 
m . 2H) • 3. 4 7 (s, 6H) . 3. 6 4 - 3. 73 ( m . 2H) , 3. 88-3. 
9 6 ( m . 2 H ) • 4 . 6 4 - 4. 6 9 ( m . 1 H ) . 6 . 7 0 ( d . 1 H ) , 7 . 13 
(dd, 1 H ) , 7 . 3 2 ( d . 1 H ) . 7 . 3 7 ( d , 1 H ) . 7 . 6 4 ( d . 1 H ) 

,8.41 (s.-lH) 
[ 0 0 9 1 ] 
MM 6 

4 — [2 — (Methoxymethoxy)— 4 — (tr i f luoro methyl 
) phenoxy] — 1 — [5 - (tr i f luoro methyl) — 2 — 
pyridyl] piperidine ^flSlit ( ft£«f 1-10 5) 
[ 0 0 9 2 ] 
[ it 1 2 ] 




[ 0 0 9 3 ] 

4 - 7 >i t a - 3 - t h* a * >- -*> •/ h 7 ^ * >). h* ( 0 . 3 6 g) wDMF (5ml 
) 6 0 %#JKffc-*- h >>*?u ( 8 8 m g ) £7]U;iT , */^T> *nn>**>*n, 

x-t* (0. 2 4 g) £HTL, S^HJftgat^S LX 5 n$Wtt# Lfc. 
icftuT . R»x*n,?ftb{ii L£. 1r«US *&fi*Ti5fc# U , ft * v r * v 7 A T & 
» Lfc. jgJ**«Ei3* L , ffiHl^ft^W (11) ( 0 . 4 5 g ) £i#T . C.<w * *JX*> 

[ 0 0 9 4 ] 

i-4 (12) ( 0 . 4 9 g ) <r> D M F (5 m 1 ) ig % ic . IS @ T , 6 0 % * 
3{? ffc + h 'J O u (90 m g )' *UaX.1t. 1 0 ftlKtf L fc»lc\ ^> •/ h 7 * 

t'l H (1 1 ) <?~> D M F (5ml) jg»*WiiT. « 1 0 0'CITMLT« -iftflttfL 

us £ * T" & ft i . m. * lit r ^ ^ t* % it* & . *> jfi l . u, e m m i fz , n ~i§.%* => u 



o □ v K i -ic J: ') 18®! L . ISSSftS* ( 0 . 5 6 g ) 4fl^:. 

n d 23 ' 8 1 . 4 9 6 9 ' 

1 H NMR (CDC 13) d 1 . 8 7 - 1. 9 6 ( m . 2 H ) . 2 . 0 0 - 2. 0 8 ( 
m . 2H) . 3. 53 (s. 3H) , 3. 56-3. 65 ( m . 2H) ■ 3. 9 5-4. 
03 ( m . 2H) . 4. 61-4. 65 (m. 1H) . 5. 21 Cs . 2H) . 6. 69 
( d . 1 H) . 

7. 0 2 ( d . 1H) , 7.2 5 (d. 1H). 7. 38 (s. 1H). 7 . 6 3 ( d . 
1H) , 8. 40 (s, 1H) 
[ 0 0 9 5 ] 

4— [2— Hydroxy — 4 — (tr i I luoro methyl) phenoxy] 
— 1— [5— (tri f luoro methyl)— 2 — pyridyl] piperi 

d i n e <r>mm (ft£M^ 1 - 4 ) 

[ 0 0 9 6 ] 

[ ft 1- -3 ] 




[ 0 0 9 7 ] 

gJJiifliJ 6 T-#^n fctf (it 1 - 1 0 5 . 0. 3 8 g) <7)THF (5m 

1 ) SJSlc. gffiT 1 0 %Jg8Sc* (5ml) fcfmifc. 2 Miff* L fctfc . 1 0 

%&m* (5ml) tWiT, -iftfltltLfc. »£«ft**k:awT, SlFitx * n, Tttiti U 

aiLT, mtitsm (o. 3ig) 

viscous oil 

1 H- NMR (CDC 1 3 ) 8 1. 85-1. 9 4 ( m . 2H), 2. 11-2. 17 ( 
m . 2 H ) . 3 . 4 8 - 3. 5 7 ( m . 2 H ) . 4 . 02-4. 10 ( m . 2 H ) , 4 . 
66-4. 7 0 (m, 1H), 5. 72 (s, 1 H ) , 6 ■. 7 0 ( d . . 1 H ) ■ 6. 95 
(d. 1H), 7. 13 (d. 1H). 7. 2 0.Cs, 1H), 7. 6 5 ( d , 1 H) . 
8 . 4 i ( s , 1 H) 
[ 0 0 9 8 ] 
fill ft #J 8 

4 — [2— Acetoxy — 4 — (tri f luoro methyl) phenoxy J 
— 1— [5— (tri (luoro methyl)— 2 — pyridyl] piperi 
dine ^Mib. ( ft&«foM 1-167)' 
[ 0 0 9 9 ] 
[ it 1 4 ] 




[0100] 

MmW 7 X-n «b n/i ( ft&^lg-f 1-10 5. 0 . 17 g) t h 'Jif 47 

5 > ( 5 0 m g ) «)7th = hH ( 5 m 1 ) SSiftC *ftT\ JSftT -te * * ( 3 6 m g 



) fin *. tz = m sm-zu u \z # u l t 3 nf iifj m it l tz & > * ic & m ; & x**t itb tb 

ffiiiflift£*ft ( 0 . 2 2 g ) 
m p . 8 5 - 9 5 °C 

1 H NMR (CDC 13) SI. 88-2. 05 ( m . 4 H ) .2. 30 (s. 3H) 
■ 3 . 7 0 - 3. 8 4 ( m . 4 H ) . 4 . 6 8 - 4. 7 0 ( m . 1 H ) . 6 . 6 8 ( d . 
1H) . 7. 05 ( d . 1H) , 7. 33 (s. 1H) , 7. 47 ( d . 1H) , 7. 6 
3 ( d . 1 H ) . 8 . 3 9 ( s . 1 H ) 
[ 0 1 0 .1 ] 
811 it tffl 9 

3 — [4 — (tr i f luoro methyl) phenoxy] — 1— [5 — (tr i 
f luoro methyl)-2-pyr idyl] pyrrol i d i n e <r>MM ( it 
8-63) 
[0102] 
[ it 1 5 ] 




(13) 




9 \ 



OH 




[0 1 0 3 ] 

tf p ') y J - >i ( 1 3 ) ( 0 • 3 5 g ) t 4 - h ') 7 n * p > f - iU ^ x ; - ji ( 0 . 1 
6 g ) Afflux, ^mCT 1 t mt<nt) ; &\z * 0 , «3Bft^!ft ( 0 . 3 2 g ) 4 If 

. fb^'# (is) a , siijiM i co r b ifr (io) t in] ti <f> ~H v£ ic j: *) mm l 

nip. 10 9-11 2'C. 

1 H NMR (CDC 1 3) 5 2. 26-2. 4 6 ( m . 2H) . 3. 6 2 - 3 . . 7 5. ( 
m . 2 H ) . 3 . 8 5 ( s . 2 H ) ■ 5 . 10-5. 15 ( m . 1 H ) , 6 . 42 ( d . 
1H) , 6. 96 (d. 2H) . 7. 56 ( d . 2H) , 7. 62 ( d . 1H) . 8. 3 
9 ( s . 1 H) 
[0104] 

m&n 10 

2— Me thy 1—4 — [2 — propoxy — 4 — (t r i f 1 uorome thy 1 
)phenoxy] — 1— [5 — (tr i f luoro methyl) — 2 — p y r i d 
y I] piperidine *>|R!ig ( ft^Jftg^ 1-93) 
[0105] 

X ft 1 

1— Benzyl ox y carbon y 1 

o i ( 1 4 ) <nmm 

[0106] 
[ it 1 6 ] 



— 2 — methyl— 4 — piper idin 



OMe 




MoMgBr 



Zn 



NaBH, 



CICO^Bn 



AcOH 




C0 2 Bn 



(14) 



[0107] 



W T Jx jft tt , Tetrahedron Lett. 1 9 8 6. 2 7, 4 5 4 9 IC3BIK 

4 - > h * x tr >' > ( 2 . 5 0 g ) -JO T H F (25ml) - 3 0 °C fr<b - 2 0 
*C tc ff *> =5: ft* <h , ifivr^^^o'^' (3. OMi-T'l-gS, 7 . 6ml) 4 

iiTL/i« va,!r« i o ftmmn Lrz'&, - 3 o'c^-b- 2 o'cicf* *>s ^nri-^ 

* ( 3 . 9 Og) ^ITLfc. ffi £ <ft * 3 0 ■ ft Pra K # L/:^, I? S I T* # iB L . S a 
1 0%fiKlcav»?, S&x * * T-ftbttl L fc. 1rttlB*£fi*"CifeifK 0t*v^^x 
^i,TS»Lt ( >S**KEa56LT*h^« (5. 3 4 g) £t#T, C * * ft E J£ lc 
ffl ^ . 

10 10 8] 

WT^/xfCli. J • Org. C hera. . 2 0 0 1. 6 6. 2 1 8 1 ftfc^ft 

1C ft-)t, 

c i* # ^ * & & (1 5 0ml) ictgJSPL, ( 2 1 . 4 g ) fc/mifc. IIS lift 

% 6 Ill] flu t* 11 m L , & a %6 £ '(v B . -b 7 4 h % jjjj L T ^ ifl L . h m Z -ft BE S£Lfc 
. $ 1: Ic * £ flu , >kgHt + 1- 'J ^ ^ T L . » x f- ;u ft tH L . 1r»IB*£fi* 
T-», »v r*^ ^TlS** iS**«Sfl:a*LT, tt^tJ (5. 01g)«» 
fz*-Z<r> SUM* ( 2 . 4 7g)^)i?.'-i ( 2 5 m 1 ) Jg * IC I? jg t* * Jfc ft * ^ Jfc + 

h 'j ^ ^ ( o . 3 8 g ) * flu i. . : n & m % i m m it # t £ . £ m % ft i± ss l , * * flu 
its # s* x * ^ ? 1* a Lfc. frfiiis*iifi*?ift*. mm^^^y^^x-mmLfz. 

flS*SJEEBS U. a«!*>ft£«W ( 1 4 ) (2. 3 9 g-) 

! H NMR (CDC 13)51. 16-1. 93 ( m . 7H). 2. 95-3. 37 ( 
m , 1 H ) . 3 . 8 8 - 4. 7 0 ( rn . 3 H ) , 5 . 13 ( m . 2 H ) , 7 . 35 ( m . 

5 H) " 

_L Tt. 2 

1— Benzy 1 oxycarbony 1— 2— Me thy 1—4— [2 — propox 
y — 4 — ( t r i f 1 u • o r o methyl) phenoxy] pi peri din e <n 

Mis. 

[0109] 

[ ft 1 7 ] 




(14) (15) 



[0110] 

itatyQ (1 4 ) f)DMF (25ml) ic^.lfi?, 6 0 % *3!Sft* h 'i ^ u ( 0 . 4 2 
g ) ■* flu z_ fz . $3 0 ftWfflfctt L & . 4-7^^-D-3-7 f a* d r>"<> , /h 'i 

7 4 t H M 2 . 1 3g) 4 flu z. , 1 0 0 "C ic mi L T — Qftfln iLt. S % II * 

fll L . ftfrflJ (15) ( 1 . 0 2 g ) *f#fc. 

1 H NMR (CDC 1 3) 8 1. 05 (t, 3H) . 1. 26 ( m . 3H) . 1- 50 
- 2 . 0 4 ( m , 6 H ) . 3 . 0 0 - 3 . 4 0 ( m . 1 H ) . 3 . 9 2-4. 1 6 ( m . 
3 H ) . 4 . 5 0 - 4. 7 3 ( m . 2 H ) . 5 . 15 ( m . 2 H ) . 6 . 93 ( m . 1 H 
) . 7 . 1 0 ( m ■ 2 H ) . 7 . 3 3 ( m , 5 H ) 
[01 1 1 ] 



xm 3 

2 — Methyl — 4 — [2 — pro poxy — 4— (tr i f luoro methyl 
) phenoxy] — 1— [5 — (tr i f luoro methyl) — 2 — p y r i cl 
yl] piperidin e<?)li 
[01 12] 
[ it 1 8 ] 




[0113] ■ 

it ( 1 5 ) <r> x 9 J - ii ( 2 5 m 1 ) igfc IC. 5 % '< 5 ^-&3fc ( 0 . 2 0 g 
7 A Y %ii LT L fc. %ift*ttJEEi3* LT . MU^it^m ( 1 6 ) (0. 7 0g)£ 

C co M ^ 'J x > <r> t -fc K h ') n ( 1 5 m 1 ) fern IC 2 - * n a - 5 - ( h '> 7 >i * o 
> f- ;u ) ^'J/"> (4. 0 g ) t &gfc ii ') *7 U ( 1 . 5 3 g ) £ /jll i. . £ 3 H ffi /jn 

!»i»Lfc. a&IS'ASIR, *icft3\ » m x * ;u T Jtl] tti L fc . 1T«JB * *T* ftvf L > 
M*l2ft$v -f^TKHS^. ^>3iL, KffttffiLfc. 8St*?i,?n7h 7*7-7 < 

- ic «k •) ff)W L . mmit&W (3 0 m g ) fcfcfc. 
v i s c o u s o i 1 

1 H N M R (CDC 1 3) SI. 04 ( t . 3 H ) - 1 . 23 ( d . 3 H ) ■ 1 . 71 

- 1 . 9 7 ( m , 4 H ) . 2 . 10-2. 2 6 ( m . 2 H ) . 3 . 05 ( m . 1 H ) . 3 
. 9 8 ( t . 2 H ) , 4. 4 3 ( m . 1 H ) . 4. 6 3 ( m . 1 H ) . 4 . 8 8 ( m . 1 
H) . 6. 61 (cl, 1H) ,7. 00-7. 26 ( m . 3H) . 7. 62 (d. 1H) 

. 8 . 3 9 ( s . 1 H ) 
[0114] 

mmm 1 1 

3a — [2— Methoxy — 4 — (tri I luoro methyl) phenoxy 
] — 8 — [5 — (tr i f 1 uoro methyl) — 2 — p y r i dyl] — 8 — a z 
a b i c y c 1 o [ 3 . 2 . 1 ] o c t a n e«il (ft^fti f 2 - 7 7 ) 
[0115] 

T. ft. 1 

3a — hydroxy — 8 — azabicyclo [3. 2. 1] octane, ace 
tic acid s a 1 t ( 1 8 ) -^flBlig 
[0116] 



[ it 1 9 ] 

HO— ** HO— (^J^N— COXH.CCI, HQ— (^"^Ml 

(17) (18) 

[0117] 

h d tr > ( 1 4 . 1 g) > Sl^'l^i, (1. 4 g ) <?> ^ >.-b* > ( 1 5 0 m 1 ) .M % 
lc. x ^ n n ^ 2 . 2 . 2-h Hopif ^i^t* (23. 3 g) tIST'/|D£« I 
£ ft * 3 . 5 Bf M ft" & 1 SE L tz . Hi a * g S * tc ft. ut\ ft $e x * 

@^LT , h ( 1 7 ) ~*k'WfX ( 3 0. 0 8 g) » f * }X tf> K JG IC ffl 

u tz . C <o # - * - h (1 7) <7)|i( 2 5 0 ml) S-jft lc , IE M* ( 6 5 g ) ~k IN z. 

rz, »&ft* 5 ftmmftLfzmz. s o°cx- 1 s^iian^Lt 

15. 5 g) . 
[0118] 

T. f.' 2 

3a — hydroxy — 8 — [5 - (tr i f luoro methyl) — 2-pyr. i 
dy I] - 8- azab i eye 1 o [ 3 . 2. 1] octane ( 1 9 ) <r> m. is 
[01 19] 
[ ft 2 0 ] 




(18) 

[0120] 

fltB!l<7> it &ft ( 5 . 6 4 g ) . 'I ^ U ( 4 1 . 5g)fc£tf2-?aa-5- 

h nitn>f*^'Jy> (8. 2 g ) <7) T -b h - h 'J >i (15 0ml) M ft % 3 . 
5 MMSSftLfc. »£-ft*£fi*?ft* Lfc&ic, *lcEEu?. ilxfit-ML 
. W It JB £ & fi * T- v5t $ L . ftk * (.1 « ft L . ig & % ft E ffl £ L . £ 

h h b k L T ffc^ft ( 1 9 ) * n fz ( 3 . 5 g ) . . 

'H NMR (CDC 1 3) 4 1. 4 2 ( d . 1H) . 1 . 77 ( d . 2H) . 2. 05 
- 2 . 2 0 ( m . 4 H ) . 2 . 3 2 - 2 , 3 9 ( m . 2 H ) , 4 . 09 ( b r s . 1 H ) 
. 4. 53 (brs, 2 HO . 6. 52 ( d . 1 H ) . 7. 58 ( d d . 1H) . 8. 3 
8 ( d . 1 H ) 
[0121] 

i n 3 

3a — [2— Methoxy — 4— (tri f luoro methyl) p h e n o x y 
] — 8 — [5— (tr i f luoro methyl)— 2 — pyridyl]— 8 — az 
abic yclo [3. 2. 1] oc tane^Bl 
[0122] 



[ it 2 1 ] 




[0123] 

4 - -7 >i * n - 3 - t K a df y y •/ h 'J 7 >i * 'i H ( 0 . 1 7 g ) <r> D M F (3 m l 
) iS % Ic . * ft T , 6 0 % 4< H it + h >) t u (3 5 ni g ) £ flu i fc . fi^rW % 2 0 ft 13 Jg 

if L 3 - K > 7 > ( 0 . 1 1 g ) £flllx.T . 6 0 °C £#fi L T 4 0 ftRiJlf It L fc. 

% £® * T'ft ^ L fcgfc ic . ft^ift (19) ( 0 . 2 2 g ) i: 6 0 %** ft + h 4 
^ (3 5mg) tliST-*/:. 1 0 0 tT-WiftLfc. I^fttiS i Tft* L fc&ic 

* iS L » ft EE iffil L fc. 5$$£#7^?dvk r 7 7 i - \z J; 9 nM L , Sffift 
f§f!fo (0. 18g)4»t. 
viscousoil 

1 H NMR (CDC 13) §2. 00-2. 22 ( m . 6H) . 2. 38-2. 4 4 ( 
m . 2H) . 3. 90 (s. 3H) . 4. 56-4. 61 (m. 3 H) . 6. 56 (d. 
1H). 6. 77 (d. 1 H) . 7 . 10 (s. 1H), 7. 16 (d. 1 H) . 7. 6 
0 (dd, 1 H ) . 8 . 4 0 ( b r d , 1 H ) 
[0124] 

mi&ffl 12. 

3 a — [2 — Propoxy — 4 — (t r i 1 luoromethyl' ) p h e n o x y 
]-8 - [ 5 - ( t r i fluoromethyl)-2-pyridyl]-8-az 
a b i c y c 1 o [ 3 . 2 . 1 ] o c t a n e *>8!l jg ( ft^'M^ 2-82) 
[0 1 2 5] 
II 1 

8 — Methyl— 3a — [2 — propoxy — 4— (tri fluoromethy 
1) phenox'y]— 8 — azabicyclo [3 . 2. 1] octane (20) 

.[0126] 
[it 2 2] 




[0 1 2 7] 

4 -v ,i t a - 3 - t K a df >- -<> •/ h ') 7 >i * ') K ( 1 . 8 g ) <n D M F (15ml 
) Jg*t . *ftT\ 6 0 %*£{fc-h 1 (0. 4 4 g ) 2 0 ftH 

Itlt L ■ & . 1 - 3 - K y' a > <> ( 1 . 7 g) WDMF (3ml ) )g«* flu if. 2 h \z 
4 ^ Rl WEfl 5 L ° & a ft IC h a f > ( 1 . 4 2 g ) t 6 0 % * SR it + h 'J 7 U ( 0 . 4 3 
g) £ £ fi T flu Z. , 1 0 0 £lc£fi LT-«M^ L fc. Inft^lfiiT'iij^ L £ & Id , 
* * ic ft T , gft ft x * #u T Ml it'. L . *«IB**?i5fc# L , ,^*(iSft^ 7 ATffi 

t*&. 5iiL« affitBfflLfc. bis* ^ 7 a * a v h 7 7 < -ic «j: 9 mm t . a^^ft: 

^» (2 0) ( 1 . lg)*»fc. 



1 H NMR (CDC 1 3) 6 1. OS ( t , 3 H ) , 1 . 8 3 ( q . 2 H ) . 1 . 9 0 
-2. 20 ( m , 8 H ) . 2. 30 (s, 3H), 3. 10-3. 1 1 ( m . 2H) . 3 
. 9 5 ( t . 2H). 4. 5 8 ( t . 1 H) . 6. 7 9 ( d . 1 H ) . 7. 0 5 ( s . 1 
H) . 

7 . 13 ( d , 1 H) 
[0128] 

3a — [2 — propoxy — 4 — (tr i f luoro methyl) phenoxy 
] — 8— azabicyclo [3. 2.1] octane, hydrochloric 
acid salt (22) *>flS|jB ■ 
[0129] 
[ it 2 3 ] 



FX 



nPr 



ClC02CH(CI)Me 



(20) 




N-CO ? CH(CI)Me 



(21) 



nPr 



F 3 C^ 

(22) 



HCI 



3 0 ] 



[0 1 

itGrlB (20) ( 1 . 0 g ) <r>Ui\L > * u y ( 6 
— ^naif-^x^T-/u (0. 8 3 g) <n$iiit> * 

* - m fla mm u t . & & w * .£ ft > * u > t ^ m 

[0131] 

ffc&Jft/ (21) (6ml) ifloiT 

•ii^ff-M lt , M<o (22) . Z<r> £ 

'H NMR of the salt-free 
( t ■ 3H) , 1. 61 (b 



m 1 ) ig'itlC ; g®T . f n n dfif 1 
U > (4ml) jgift%»li.T , fi£*5 

U fiS fn a flr * > &Ui<T' : tkWL . M 



T > 



CD tj 



<*- h ( 2 1 ) 



- 2 . 0 9 
,3.95 
. 0 6 ( s 
[0 1 3 



( m . 4 H ) . 2 

( t . 2 H ) . 4 

. 1 H ) . 7 , 1 
2] 



s , 1 H) , 1 . 7 

2 0-2. 31 ( m 

6 3 - 4. 6 5 ( m 
( d , 1 H) 



. 2 . 5 Bf n /» Eli ffi L . iS □ '-t 
60 Jx fC ic Jfj v * tz . 

(22) (CDC 1 3) S 1. 1.0. 
0 - 1 . 9 2 ( m , 4 H ) , 2 . 0 1 
. 2H) , 3. 52 (brs. 2H) 
, 1H) . 6. 7.8 (d, 1H) . 7 



11 3 

3a - [2-Pro. poxy-4-(tr i f lu 
] — 8 — C5 — (tr i f luoro methyl 
abicyclo C3. 2. 1] octane^? 



oromethyl) phenoxy 
) — 2 — pyr i d y 1 ] — 8 — a z 



-TH 



[0133] 




[0134] 

fflSSI*) (22). S ') I f 4 T ; > ( 1 • 18g') . feJ:V2-?n , D-5-h , l74 

tnHu-'jy^ ( o . 53g)«i?i-* (i oral) sa*- iftjpi&ast l 

£ n ft lc. h 'Jif^T;^ (3g) « 2 - * a p - 5 - h ') y n * a J -f >i tf 'J y > ( 

■ i . 6 g ) (iomi) % ^ £ t , s <b ic - mtwmmwi t rz . 

-ic j: *) mm l . #;iefb^^ c o . 3ig) 

m p . 9 0 - 9 2 'C 

>H NMR (CDC 1 3) § 1 . 09 (t. 3 H) . 1. 82-1. 93 (m. 2H) 
. 2. 01-2. 23 ( m . 6H) . 2. 43-2. 50 ( m , 2 H ) .. 3. 97 (t. 
2H) . 4. 56-4. 62 ( m . 3 H ) , 6. 55 (d. 1H) , 6. 77 (d. 1H 
), 7. 08 (s. 1 H ) . 7. 15 (d. 1 H ) . 7. 6 0 ( d d . 1 H ) . 8. 40 
( s . 1 H ) 
[0135] 
m^M 1 3 

8 P — [2— Propoxy — 4 — (tr i f 1 u o r o methyl) phenoxy 
] — 3 — [5 — (tr i f 1 uoro methyl) — 2 — pyr i dyl] — 3 — a z 
abicyclo [ 3 . 2. 1] octan e <7>ffiHit ( ftnTM^ 5-97) 
[0136], 
Ig. 1 

N — Benzyl— 8/3 — [2 — Propoxy — 4 — (tri lluoroniethy 
1) phenoxy]— 3 — azabicyclo [3. 2. 1] octane (24) 

[0137] 
I ft 2 5 ] 



.^nPr 




[0138] 

N — Benzyl— 3 — azabicyclo [3. 2. 1] octane — 8(9 — o 
1 (24) 11. J.Med. Chem. 2 0 0 3, 4 6. 1 4 5 6 - 1 4 6 4 C KtK 5 ft 

[0139] 

4 - 7 4 t p - 3 - t H n ^ y -<> •/ h ') 7 ^ t ')K (0. 5 0 g) wDMF (4 nil 
) SJfclc, *&"r\ 6 0 % ft + H (0. 1 2g) *Zmifc. a$«*SIT3 

0 5> R51 It ft L 1 - 3 - K "7- o > ( 0 . 5 1 g ) % fjn £ fc. 9 0 °C IC #93. 



U3 o ft m mn l t . £ ( 2 4 ) ( 

h '> ^ u (o . 0 9 g 

>H NMR (CDC l 3)9 1. 



) £gMT* 
m v r * v 



. 2 . 19 ( d 
( s . 2 H) - 
7 . 0 7 ( s , 
[0140] 

i n 2 

.8 0- [ 2 - P 



, 2 H ) . 2 
3 . 9 6 ( t 
1 H ) • 7 . 



3 



0 5 ( t . 
4 ( b r s 
H) . 4 . 
( d . 1 H 



0 . 4 1 g) ^DMF (4ml) Si«t6 0 

m *. » 1 5 a n tin- l fc & , i ootcs e 

Lfc&C. *IC&UT'. ft $ x * ;u T- Jill t±5 L 

^.iiL. atjE*«iLfc. as: 

iili ft ( 2 5 ) ( 0 . 7 5 g) *#fc. 
3H) - 1. 75-1. 91 ( m . 6H) 
. 2H) , 2.7 4 (d. 2 H ) . 3. 51 
33 (s, 1H) , 6. 94 (d. 1H) . 
) , 7 . 2 0 - 7. 3 4 (m . 5 H ) . 



] 



a b 



3 - [5 - ( t r 
i c y c 1 o [3 



ropoxy — 4 
i 1 1 u o 
2 . 1 ] 



- ( t r i 
r o m e t 
o c t a n 



fluoro methyl) p h e n o x y 
hyl) — 2 — pyr i dy 1] — 3 — a z 



e 



[014 1 } 
[it 2 6 ] 




H2 



nPr 



(25) 



F 3 C 



if 0 '® 



(26) 




.nPr 



(27) 



CF. 



[ 0 1 4 2] 



=h >l ) \£ 'J if > ( 



itS'W (25) ( o . 6 
( 0 . • 1 3 g ) •& 1\w z. 

* }# fc . 

[0143] 
M coft £ (26)' (0. 55g)^7 
p — 5 — ( h x ) ~7 >i t & t 
fc/fli, 2 2 Df IS 

m p • 4 8 - 5 0 t 

1 H NMR (CDC 1 3) 
. 1 . 8 5 

2 H ) . 3 

3 ( s . 1 H) . 
■ 7 . 1 8 ( d • 

[ 0 1 4 4 ] 
911 it M 1 4 
3 a - C 2 — N i 



6 g ) <r> x 9 J - >i ( 2 0 m 1 ) iSift IC 1 0 % '< => x ^ A - 
. ^iS^iSEiiLT, iliy^fta - ^ ( 2 6 ) ( 0. 5 5 g) 



5 



( s e x t . 2 
0 8 ( d . 2 
6.60 
1 H ) . 



1 . 0 6 ( t . 

H ) . 2 . 0 3- 

H ) . 3 • 9 8 ( 

( d . 1 H ) . 7 

7 . 6 2 ( d . 1 



th = hH (12ml) iS i?« (C 2 - 7 a 
0. 57g) t & ^7 'J 7 ^ ( 0 . 66g) 

. liiefb^^ ( o . 2 6 g ) 

3H) , 1. 57-1. 63 (m, 2H) 

2 • 0 6 ( m . 2 H ) , 2 . 5 7 ( b r s . 

t . 2 H) . 4 . 15 ( d . 2 H) . 4 . 6 

. 0 1 ( d - 1 H) . 7 . 1 1 ( s . 1 H) 
H) , 8.39 ( s . 1 H) 



tro — 4— (tr i 1 luoro methyl) phenoxy] 



8 — C 5 - ( t r i [ luoro methyl)— 2 — pyridyl]— 8 — azab 
icyclo [ 3 . 2 . 1 ] octane ^Mm ( ft & Ir f 2-35) 
[0145] 
[ it 2 7 ] 




(19) 
[0146] 

1 1 . T ft 2 T* ft tl fz i t ii m ( 1 9) ( 5 g) <7>DMF (5 0ml) S»lc. 
*tf>T\ 6 0%*jfcft+h 'J^z* (0. 8 1 g) £ftni.£. «£4&*£S? 3 0 frRijmtf 
L & . 4-74ta-3--ho-<>'/h 'J7*t 'JK (3. 8 4 g ) £ flu £ . ift □ 

% * n a x* i m m m # Ltzfcs i o o °c \z & e it- «t it # l t . a £ ^ * n & * t- h* * 

I 8Uc. * * IC a oT\ fit: $ x * * T* Ml !i J , L fz , W & If * * T* }5t ft L . M * ft » "=? * 

- $y£ft£'-0y (4 . 9 5 g ) 41/:. 
v i s c o u s o i 1 

1 H NMR (CDC 13) §2. 01-2. 36 ( m , 8H) . 4 . 59 (brs, 2 
H). 4. 7 5 ( t '. . 1 H ) . 6. 5 8 ( d . 1 H ) > 7. 01 (d, 1 H ) . 7. 63 
(d, 1H). 7. 7'6(d, 1H). 8, 12 (s, 1 H ) . 8. 4 0 (s, 1H) 
[0 14 7 ] 

%um 15 

3a— [ 2 — Amino — 4 — ( t r i f luoromethyl) phenoxy] — 
8 — [5— (tri f luoromethyl)— 2 — pyridyl]— 8— azab 
icyclo [3. 2. 1] octane <r>mW. ( ft oft ft ¥ 2-158) 
[0148] 
[ it 2 8 ] 




[ 0. 1 4 9 ] 

mMM 1 4 T-n htitz ft^'M^r 2-35 ( 2 . 1 4 g ) <r> > 9 J - >i (24ml) S 
j&ic > 1 0 % > < y y r ? u-Hk& ( 0 . 2 1 g ) t *&Ty * - ^ A ( 1 . 4 3 g ) *^ju.x 

L fc. M£ 77 7 ^ f a v h r y 7 i - Ic «fc •} fflflil L - fi! 3E ft £ *J ( 1 . 8 6 g ) fcftfc 

o 

mp. 8 7-9 It 

1 H NMR (CDC 1 3 ) 5 2. 03-2. 30 (m. 8H) . 3.95 (s - 2H) 
. 4. 59-4. 6 4 (m, 3H) . 6. 56 (d. 1H) . 6. 62 (d, 1H) . 6 
. 94 (s. 1H). 6. 9 6 (s, 1 H ) . 7. 6 2 ( d . 1 H) . 8. 41 (s. 1 
H) 

[0150] 

m i» m 16 



4 



3a — C2— Allyl — 4 — (tri fluoro methyl) phenoxy] — 
8 - [5 - (tr i f 1 u o r o methyl) - 2- pyr i dy 1] - 8- azab 
icyclo [3. 2. 1] octane <r>MW. ( ffc^ftg^ 2-6 2 ) 
[0151] 
[ it 2 9 ] 




[0152] 

JilT^JRfCtt . J. Org. Che m. . 2002, 67. 6376-6381 IcSfiK 

iifi^T, ffiffigfc t - -f* >i ( 0 . 18g) , JlftT 'J >i ( 2 . 1 g) «T^^h 
') >i ( 7 . 5ml) g»IC . SfiT. 1 5 ? ff <b ft ft £ *J M 2-158 ( 0 . 

5g) §'>ifoWxfc, ft^-jft^ssTSitffliftffLfcft. *ic&ut. mm^nT- 

fill !ii L ft . If IS IS 4 * T Bt i-j' L M. * lift r^y^.UT' SE & . *>ifit. JEE IS Ml L fc 
o »1E4 ^OnvK^^-tJ: 1 ) faftQ L . «(Efk^%-( 7 6 m g ) *W 
v i s c o u s o i 1 

1 H NMR (CDC 1 3 ) 6 1 . 9 9 - 2. 3 3 ( m . 8 H ) . 3 . 46 ( d . 2 H ) 
. 4. 58 ( b r s . 3 H ) . 5. 0 8- 5. 15 ( m . 2 H ) . 5. 9 4 - 6. 07 ( 
m . 1H) . 6. 57 ( d . 1 H ) . 6. 69 ( d . 1H) . 7. 4 2 ( b r s . 2H) 

i 

7 . 6 2 ( d , 1 H) . 8 . 4 1 ( s . 1 H) 
. [01.5 3] 
%MW\ 17 

9P— [2— Methoxymethoxy — 4 — ( t r i f luoro methyl) 
phenoxy] - 3- [5 - (tr i f 1 uorome thy 1) — 2-pyr i dy 
1] - 3- azab icyclo C 3 . 3.1] nonane *>"8li© 

({t£'wm*f 7-100) 

[0154] 

IS 1 

N-Benzyl-3-azabicyclo [3. 3. 1] nonan-9-ol (ft 

i ) <?>mm 

■[0155], 
[ it 3 0 ] 




[0156] 

N — Benzyl— 3 — azab icyclo [3. 3. l]nonan— 9 — one 
(28) tt . J . Med. Chem. 1 9 9 4. 3 7. 2 8 3 1 - 2 8 4 0 k: 3BK 3 ft 



tz n \t T £ L fc. ( 2 8 ) ( 6 . 7 5 g ) ^Me OH (80 ml) jgiftlc . *ftT\ * 
jfcffcfc^Jfc-J-h'J^U. 4 9 g ) fc/mifc. S^«'**H>T 1 nf lMtt L£&, SJ8 
£iiltEE©£ Lfc. M lc * £ flu i. T . fift > * U > Tjllilti L , W»IB*'fc*SftB&-* ?**^ 
^T-MLt. jgK4«EaiLT, fi«l*> ( 2 9 ) ( 6. 5 2 g) 
[0157] 
IS 2 

9 — [2— Methoxymethoxy — 4 — (tri f luoro methyl) p 
he noxy]— 3 — benzyl— 3 — azabicyclo [3. 3. l]nona 
n e ( 2 9 ) . ( 3 0 ) ^SHia 
[0158] 
I ft 3 1 ] 




[0159] 

4-7itn-3-th*n^y<>'/} ')7)itn- (7. 4 9g)<7>DMF (7 5m 

1 ) iSiSfc. *?$T. 6 0%*mit-h b ') ( 1 . 7 7 g) fcflnifc. fi^«*iIT 
3 0 frH«#Lfcgfc» *ftT. ?on >f 4i-t4 (3. 5 7g)*»TLfc. 
V&£-«MfilC#M LT3 0 #$1 ft J* L- > 3 «o IC 8 0 *C t#» L T 3 0 ftWfltff L fc. >& 
&«IC ft&% ( 2 9 ) ( 6 . 4 g ) fc 6 0 ') O U ( 1 . 3 3 g ) $lfif/H 

3 0 #IBJtt It LfcSL 1 0 0 ttc#ILT 3 ^BIRftLfc. SR^*tSS*T}1>^L 
fc&IC. *lci£o?, liifU-tiljIllLfc. *»iS**Ti5fe^ L , V^v+j 
u Tffitt K . * £ L , L fc. 5!15^^?D7h 7^7 ^-icj; D^IL, ft 

( 3 0 ) ( 6 . 3 g ) t it&ty (31) ( 4 . 25g) tlfc.' 

(0.56g)*»fc. ■ 
Itu'W (30):viscous oil 

' H N M R (CDC 1 3) 5 1. 4 3 - 1. 6 0 ( m . 3 H ) . 2 . 01-2. 08 ( 
m . 4 H ) • 2. 36 ( d . 2H) , 2. 65-2. 80 (m. 1H) . 3. 0 2 (d . 
2H) . 3. 4 2 (s. 2H) . 3, 53 ( s . 3 H > . 4 . 35 ( b r s . 1H) .5 
. 23 (s. 2H) , 6. 93 ( d , 1H) , 7. 21-7. 33 ( m . 8H) 
ftatt (31) ivi'scous oil. 

>H NMR (CDC 1 3 ) SI. 46-1. 55 ( m . 1H) . 1. 68-1. 8 0 ( 
m . 2 H ) . 1 . 9 1-1. 9 7 ( m . 2 H ) . 2 . 0 9 ( b r d , 3 H ) , 2 . 6 8 — 

2 . 8 2 ( s plus m . 5 H ) . 3 . 41 ( s . 2 H ) . 3 . 54 ( s . 3 H ) . 
4. 31 (t. 1 H ) . 5. 22 (s. 2H). 6. 92 (d. 1 H ) . 7. 2 0- 7. 

3 3 ( m . 8 H ) 

[0160] 
IS 3 

9 P — [2— Methoxymethoxy — 4 — (tr i f 1 uoromethyl) 
phenoxy] — 3 — [5— (tr i f luoro methyl)— 2 — pyr idy 
1]— 3 — azabicyclo [3. 3. 1] n o n a n e^ii 

[0161] 



[ ft 3 2 ] 




[0162] 

il£r¥/J ( 3 0 ) ( 6 . 1 1 g ) cox 9 J - >i ( 1 8 0 m 1 ) . 1 0 % '< 7 v O u 

C 1 • 2 2 g ) fc/fliAfc. C *UlffB^T, 1 mm, 2 h\z 8 0 

TClC#fi LT 7 Bf Hjfjf Lit. iS^ftiSfii?^^ t fc&lC, -b 7 ^ h £11 LT L 
. *»*«ffBJ5£:LT . *HW*> ( 3 2 ) (4. 54g) %#fc, 
[0163] 

ffl M ^ ft t§r ^ ( 3 2 ) ( 4 . 5 4 g) W7th = hU (1 80ml) jg*ic, 2 - * 

DB-5 - (M)7)l*DHi) fl/y (1 1, § 2 z) t&ftki] >i ^ U (10. 9 

l tz . a m m m. n l . m * iim vr*/-)^?^. ^au « j± a l £ . $ 

I4^i,^D7h r y 7 i -|c J: *) mm L, Sgfift^ift ( 2 . 6 1 g ) fcf#fc. 
viscous oil 

! H NMR (CDC 1 3)5 1. 4 4 - 1. 69 (m, 3H) , .1. 74-1. 9 1 ( 
m . 1H) . 2. 08-2. 2 i ( m . 2H) . 2. 32 (brs, 2H) , 3. 28 ( 
d . 2 H ) . 3. 54 (s, 3M) .4. 47 ( d . 2H) , 4. 62 (t. 1H) , 5 
. 2 5 ( s , 2H). 6. 6 6 ( d > 1 H ) . 7. 0 2 (d, 1 H ) , 7. 2 5 (d, 1 
H ) . 7. 3 7 ( s . 1H), 7 . 6 3 ( d d . 1 H ) , 8. 4 2 ( s ■ 1H) 
[0164] 

mmn is 

* 

9 — [2— Hydroxy — 'i — (tr i I liioro methyl) p h e n o x y 
] — 3 — [5 — (t r i f 1 uorome thy 1) — 2 — p y r i d y 1] — 3 — a z 
a b i c y c 1 o C 3 . 3 . 1 ] n o n a n e co®jjg ( ftcr^Sf 7 - 4 ) 
[0165] 
[ ft 3 3 ] 




[0166] 

mmm 1 7 n/= (ft£-«^ 7-1 00) ( 2 . 5 4 g ) ^ot, 1 1 

la] <n -ft v£ lc «fc 9. StffiffcA*!) ( 2 . 1 2 g ) *ff 
mp. 1-08-11 or 

1 H NMR (CDC 13) § 1. 4 6 - 1. 54 ( m . 1H) . 1. 7 1-1. 78 ( 
m . 2H). 1. 82-1. 9 3 ( m . 1H), 1. 98-2. 07 (m. 2H). 2. 
37 (brs, 2H) , 3. 31 (d. 2 H ) , 4. 51 (d, 2 H ) . 4. 70 (. t . 



1 H) . 

5. 81 ( s . 1H). 6. 6 8 ( d . 1 H ) . 6. 9 4 ( d . 1 H ) . 7 . 1 2 ( d . 
1H) . 7. 15-7. 2 9 ( m . 1H) . 7. 65 (dd. 1H) . 8. 43 ( s . 1 
H) 

[0167] 

MM 19- 
9 0 — [2 — Propoxy — 4 — (tr i f luoro methyl) phenoxy 
] — 3 — [5— (tr i I luoro methyl) — 2 — pyridyl]— 3 — a z 
abicyclo C 3 . 3 . 1 ] n o n a n e (n'Mi» ( ft i^fjS^ 7-82) 
[0168] 
[ ft 3 4 ] 




[0169] • 

mmm 1 sx-m^ntz at$®m^ 7 - 4 ) ( 0 . 3 g > ^dmf ( 1 5 m 1 ) -mmz 

. k ft 7 . 6 0 %-fcMit+ h -i ^ u ( 0 . 0 3 g ) £-/jni.£o va^r'^^EStT3 0 frM 
ftL£&, *tfiT\ (0. 1 3g) £7jii*.-c\ T 3 0 ft fflflttf L 

. S a ft £ * IC a #\ Sil^'H-il , L I J , L fc o * *» IB % * T* ft W L . & * lift |77^y 

^ ^ T m m . ^$t. ft JBE AS fti L tz . ^7 7 * p v h 7 y v \ -\z «fc 0 ftg! L . 

Sifift^ft ( 0 • 2 7 g ) fciffc. 
v i s c o u s o i 1 

1 H NMR ( C D C 1 3 ) 8 1. 0 9 ( t , 3 H ) - 1 . 4 5 - 1. 4 9 ( m . 3 H ) 
. 1. 55-1. 9 3 ( m . 3H) . 2. 16-2. 30 ( m . 4H) . 3. 25 ( d . 
2 H ) .. 4 .' 0 0 ( t , 2 H ) , 4 . 4 5 ( d , 2 H ) , 4 . 6 1 ( s , 1 H ) . 6 . 6 
5 (d. 1H) . 7. .01 ( d . 1H) . 7. 12-7. 2 4 ( m . 2 H ) . 7. 63 ( 
d d , 1 H) . 8 . 4 2 ( s ■ 1 H). 
[0170] 
2 0 

3a — C2— Propoxy — 4 — (tr i f luoro methyl) phenoxy 
] — 8 — oxy — 8— C5 — (tr if luoro methyl) — 2 — p y r i dyl 
] - 8 - a z abicyclo [3. 2. 1] octane oflfilJt ( ft^'ftM 2-84 
) 

[0171] 
[ft 3. 5] 




[0172] 

1 2 X-% «b n It ( ft &ft§-t 2 - 8 2 ) ( 0 . 4 8 g ) <n Jg ft > f- U > ( 5 m 1 
) S«!C > ? * p fc»3flK.e.fir»ift&«ft (MIS! 6 5%, 0. 2 8 g) ^^fiT^Oifc. 2 

nf m ft* mmm trz&. *mit> * i >t-#*ru mm de « + h -j a* m m . & 

v ^iSL, ftESIffi L fc. »It*?i,>n7h r 9 7. -f — ic J: 9 fitly L . tlseftS-ft ( 



0 . 2 8 g ) 

m p • 1 2 9 - 1 3 0 *C 

1 H NMR (CDC 1 3 ) d 1 . 0 9 (t. 3H) . 1. 82-1. 9 4 (m. 2H) 
. 2. 20-2. 4 1 ( m . 8 H ) .. 3. 77 (brs. 2H) . 3. 97 (t. 2H) 

> 

4 . ' 5 4 ( t . 1 H) ■ 6.81 ( d . 1 I-I ) • 7 . 0 8 ( s . 1 H ) . 7 . 1 5 ( d . 
1H). 7 . .3 6 ( d , 1H), 7. 86 (dd, 1 H ) . 8. 4 8 ( s , 1H) 
[0173] 

mmn 21 ' 

3 a - C2 — Propoxy — 4 — (tri fluoro methyl) phenoxy 

1 — 8 — C 5 — (tri fluoro methyl) — 2 — pyridyl — 1— oxy 
] - 8 - a z a b i c y c 1 o [ 3 . 2 . 1] oc tane^Ml ( <£-£<&&^ 2-83 
) '. . 

[ 0 17 4] 
[ it 3 6 ] 



O" 




[0175]. 

f ') > > ■ N - t * >■ K ( 3 3 ) tt , J . H e t e r o c y c 1 . Chem. 1 9 7 6. 
13. 41-42 izmm £ tlfz'fi v£ T* a ffZ L fc. UtEffJ 1 3 Ti# «b ft ( 2 2 ) ( 0 . 6 
5 g ) <d r -fe h - h * (6ml) MM S ^')y>N-*^y (33) ( 0 . 39 
5 g ) ( 0 . 8 2 g ) fc/ju* . S^JHJ* 8 Bf nftu&gffE L/c. 

^>iL. ttEE8ffiL. SSBft^r* (0. 8 8g) 
m P • I 4 3 - 1 4 5 °C 

1 H N MR (CDC 13) 5 1. 08 (t. 3H) . 1. 83-1. 90 ( m . 2H) 
. 2 . 0 4-2. 15 ( m . . 4 H ) . 2 . 25-2. 31 (mi 2H) . 2 . 44-2. 
4 8 (m, 2H) . 3. 97 (t, 2H) , 4. 68 (brs. 1H) . 5. 02 (br 
s . 2 H) . 6. 79-6. 84 (m. 2 H) .. 7. 08 ( s . 1H) , 7. 15 ( d . 
1 H ) . 7 . 2 3 - 7. 3 3 ( m . 1 H ) . 8 . 39 ( s . 1 H ) 
[0176] 

mmn 22 

c i s — 3— Methyl— 4 — [2 — propoxy — 4 — (tr i f luorome 
thyl) phenoxy] — 1— [5— (tr i f luoro methyl)— 2 — p 
yridyl] piperidine co^ie ( itti'M^ 1-97) 
[0177] 

IS 1 

c i s — 3 — in ethyl- 1 - [ 5 — ( t r i I luoromethyl)— 2 — py 
r i dy 1] — 4 — p i per i d.i nol (35) J: V t r a ns— 3— me thy 
1 — 1— [5 — (t r i f 1 uorome thy 1) — 2 — pyr i dy 1] — 4 — p i 
p e r. i d i n o 1 (36) comW. 
[0178] 



[ ft 3 7 ] 




[0179] 

N-Benzy 1-3-me thy 1 - 4 - p i per i done (34) Its ICBWt 
■*n ft&Jft (CAS. no. [3 4 737-89-8] ) T . rU Wffi t * * . ft £t? ( 3 4 
) ( 2 . 53g)*>EtOH(4 0ml) Sft lc . T - *3fc ft * O + h 'J ^ .( 0 

••.4 7g) *^oifc. ; &&f/]~z%mT 2m mmnitz'ik. *^t> 1 o%s»T*ftufc 

ffffliLT, ffl®l*>. ( 3 5 ) ( 2. 2 7 g ) f <w *. * iX<r> kl£ £ ffi u . 

[0180] 

fill!*) (35) ( 1. 8 2 g) w>?;-* (30ml) Sftlc . 2 0 %*»ft>< => v 

ou-mm ( o . 2 g ) *tia*..tz. z<r)mm%.**m < nmtiT . 7 o°cic'i?-mlt 1 g& 

8fcft'< 9 ^ A - &tfc ( 0 . 9 g ) % fill £ , 7 0 *C lc#S L T 1 Bfcjf Jf L fc. ift^ * Sg 
fiSTft^Lfc&lc, -f h^iiLT^iSL/io ^S^fiESSLT, Hill*) (3 6) 
(1. 2 2 g ) . *<n i * iX^JxIElcffl^fc. 

[0181] 

ffliy^ ft^!ft ( 3 6 ) ( 1 . 2 2 g ) <r> t -fe h - h '/ * ( 5 0 m 1 ) SJSlc, 2 - f a 
a - 5 - ( h '' "7 4tn > * 'L ) tr ') >' > ( 2 . 3 g ) t & fti ij 'JO ( 4 . 4 g ) % fill 

s^*5*-ift/inKftfflsiELfc. s *icaar, mm*.* >it-w& xtt. tr 

i,^D7h 777 ^-|;j:0!||L, file ft -ft* (37) (0. 1 5 g ) fc <fe V ( 3 8 ) 
( 0 . 5 5 g ) 

(37) : m fetttt . 1 H • N M R (CDC 1 3 ) 5 1 . 01 ( d , 3 H ) . 1 . 59 ( 
brs. 1H), 1. 77-1. 94 ( m . 3 H ) ■ 3 . 21 (t, 1 H ) . 3. 44- 
3. 53 ( m ■ 1H) , 3. 85-3. 98 ( m . 3H) . 6. 65 (d, 1H) . 7. 
58 Ud. 1H) . 8. 37 (s. 1H) 

(38) : n feiili ; !£ . ! H NMR (CDC 1 3 ) 6 1. 07 (d. 3H) . 1. 46- 
1. 63 (m. 3H) . 2. 00-2. 07 ( m ■ 1H) . 2. 65 ( t . 1H) , 3. 
0 2 ( t . 1 H ) . 3 . 4 0 - 3. 4 7 ( m . 1 H ) , 4 . 2 6 - 4. 4 0 ( m . 2 H ) 
. 6. 66 (d. 1H) . 7. 60 (dd, 1H) . 8. 37 (s. 1H) 

[0182] 
IS 2 

ci s — 3— Methyl— 4 — [2 — propoxy — 4 — (tr i f luorome 
thyl) phenoxy.]— 1— [5 — (tri f luoro methyl)— 2 — p 
yr idyl] piper i d i n e <n M ih 
[0183] 



lit 3 8 ] 

(38) 

[0184] 

it£® (38) ( 0 . 1 5 g ) <r> DMF (4ml) Siftlc - 6 0 %#Jfcffc* h A ( 

0 . 0 2 3 g ) S|iaT)nt. i&£'«'7 0 °C IC # ifij! L X 4-7ito-3-^n^ 

x ■ •/ h 'J 7 >l * => 4 K ( 0 .. 1 4 g ) %7jn£, 1 0 0 'C T - MfcJjn & L £ ■ 

asiBft&w (b. i8g) %#fc. 

n D 2 - s l. 5000 ! H NMR (CDC 1 3) 8 1. 05 (t. 3H) . . 1 . 12 ( 
d, 3H) . 1. 7 1-1. 92 (m. 4H) , 2. 02-2. 08 ( m . 2 H ) . 3. 
4 0 ( t - 1 ike. 1H) . 3. 51 ( t - 1 ike. 1H) . 3. 95- 4. 05 ( 
in , 3 H ) ■ 4 . 5 5 ( b r s - 1 ike, 1 H ) . 6 . 6 7 ( d . 1 H ) . 7 . 00 ( 
d , 1H). 7. 0 8 (d. 1H), 7. 16 (d. 1 H ) . 7. 61 ( d d . 1H). 
8 . 3 9 ( s . 1 H) 
[0185] 

± m m m m * a- y> * #e m it s m <n m # 01 siii-i'si ic Be « ts. * & w & m m n 
m \tztih %mm a * #• m ic his £ n s ^ <r> x a * o „ 

vis; MfliA 

a m o r ; T t >i ~7 r X 

Me : H»k'Et Hfi, P r ; 7 - □ f ^ . B u : 7'? H e x ; ^ * > ■ n . P e 

n ; < y * 'i . i ; 4 v , n ; ) >i v ^ . t ; 9 - ^ + «J - , c ; >- * a 

Ac : 7 1 f * 
[0186] 
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1 -7 


2-F 
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1 -8 


2-F-4-CF3 
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[72-74| 




1-9 


3-CF3-4-F 


5-CF3 
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n023.1 - 1.5071 




1-10 ! 


4-CI 


5-CF3 
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H 
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[90-92| 




i - 1 ► 

1-12 


3-CI 


5-CP3 
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II 


II 
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2-CI 
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II 


II 
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1-13 


2-CI-4-CF3 


5-CF3 


II 
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H 


H 


H 


nO2l.8-i.5210 




1-14 


3-CI-4-CF3 


5-CF3 


' H 


H 
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1-15 


3-CF3-4-CI 


5-CF3 
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H 


H 


nD21. 9 -1.5275 




1-16 


2. 6-CI2-4-CF3 


5-CF3 
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H 


[55-66! 




1-17 


2-Br-4-CF3-6-CI 


5-CF3 
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H 


H 


H 


H 


171-73) 




1-18 


2-CI-6-0 n Pr-4-CF3 


5-CF3 
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d . 1 H ) . 6 
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6 8 ( m . 2 H ) , 3 . 8 

(t. 2H) . 4. 63- 

. 1 H ) . 7 . 1 4 ( s , 
4 0 ( s . 1 H ) 

2H) . 3. 74-3. 8 

-5. 10 ( m . 2H) . 

. 92 ( d . 1H) . 7. 

1 ( s . 1 H) 

4 H ) . 2 . 0 4-2. 1 

- 3 . 9 4 ( m , 2 H ) . 

1H) . 6. 69 (d. 1 

4 (d. 1H) , 7. 69 



4 ( t , 
4.68 
1 H) . 



6 ( m . 
5.91 
4 2-7 



4 ( m , 
4.71 
H) . 6 
( s . 1 



( m . 8 H ) . 3 . 4 4 ( s . 



3 H ) . 4. 5 8 



4 . 6 4 ( m . 



3 H ) . 4 . 7 0 (s. 2H) . 4 . 79 ( s . 2H) , 6. 57 (d> 1H) . 6. 7 

2 (d. 1H) . 7. 50 (d, 1H) . 7. 63 (d. 1 H ) . 7. 72 (s. 1H) 
. 8 . 4 1 ( s . 1 H) 

fb&'-Bflgi-r 2 - 5 S 

51. 25 (t. 3H) . 2. 00-2. 29 ( m . 8H) . 3. 68 ( q ■ 2H) . 4 
. 58-4. 64 ( m . 3 H ) . 4. 71 ( s , 2H) > 4. 84 ( s . 2H) . 6. 5 

7 (d. 1H) . 6. 72 (d. 1H) . 7. 4 9 (d. 1 H ) , 7. 63 (d. 1H) 
, 7. 72 ( s . 1H) . 8. 4 1 ( s . .1 H ) 

ft ft fH ffi f 2-78 

5 1. 46 (t. 3H) . 2. 00-2. 21 (m. 6H) . 2. 44-2. 4 6 ( m . 
2H) . 4. 10 ( q . 2H) . 4. 55 (brs, 2H) . 4. 61 (brs. 1H) 
, 6. 5 6 ( d . 1H). 6. 7 8 ( d . 1 H ) > 7. 0 8 (d, 1H) , 7. 15 (d 
, 1 H ) - 7 • 6 0 ( d . 1 H) . 8 . 4 0 ( s , 1H) 
ft^WM 2-141 

52. 0.1-2. 31 ( m . 6H) . 2. 4 0-2. 47 ( m . 2H) . 4. 56-4. 
63 (m, 5H) . 5. 32 (d> 1H) . 5. 46 ( d . 1H) , 6. 01-6. 14 
( m . 1H). 6. 55 (d. 1 H ) . 6. 78 (d. 1H). 7. 11 (s, 1H), 
7. 17 (d. IB). 7. 61 (d. 1 H ) . 8.40 (s. 1H) 
ft£'«^3 - 6 2. 

51. 78-1. 93 ( m . 4 H ) ■ 2. 14-2. 19 ( m . 4H). 3. 2 8 ( d . 
2H) . 4. 69 (brs, 2 H' ) . 4. 83-4. 90 ( m , 1H) . 4. 95-5. 
0 2 ( in , 2 'H ) . 5 . 7 7-5. 91 ( m . 1 H ) - 6 . 59 ( d . 1 H ) . 6 . 92 
(d. 1H)> 7. 3 5 ( s , 1H). 7. 41 (d. 1 H) . 7. 6 5 ( d . 1 H) . 

8 . 4 3 ( s > 1 H ) 

[ 0 2 2 1 ] 
ilS'Wm ? 2-148 

5 2. 0 0 - 2. 2 3 ( m . 6 H ) . 2 . 3 5 - 2. 4 4 ( m , 2 H ) ■ 4 . 56-4. 
61 ( m , 4 H ) . 4. 82 (q, 1H) , 6. 06-6. 64 ( m . 2 H ) , 6. 56 
(d. 1 H ) . 6. 78 (d. 1H). 7. 12 ( d . 1H). 7. 20 (d, 1H). 

7 . 6 1 ( d , 1 H ) > 8 . 4 0 ( s , 1 H ) 
fL^Sr-t 2-144 

5 1. 99-2. 20 ( m . 6H) - 2. 4 0- 2. 47 ( m . 2H) . 2. 57-2. 

6 4 ( m , 2 H ) , 4 . 0 7 ( t , 2 H ) , 4 . 5 5 - 4. 6 0 ( m , 3 H ) . 5 . 14 
(dd. 2H) , 5. 86-5. 99 ( m , 1 H ) . 6. 56 ( d . 1H) , 6. 77 ( 
d , 1H). 7. 0 8 (s, 1H), 7, 1 2 (d. 1H). 7. 60 (dd. 1H). 

8 . 4 0 ( s , 1 H) 
fttErM^f 2-115 

6 2. 0 0 - 2. 3 0 ( m . 7 H ) , 2 . 3 5 - 2. 4 4 ( m . 2 H ) . 3 . 97-4. 

03 (m, 2H) . 4. 16 (t, 2H) . 4. 52-4. 65 (brs. plus t 
. 3 H ) ■ 6 . 5 6 ( d ■ ! H) . 6 . 7 8 ( d , 1 H ) . 7 . 1 4 ( s . 1 H ) . 7 . 
19 (d. 1H) . 7. 62 (dd. 1H) . 8. 40 (s. 1H) 

ft£«»g^ 2-153 

51. 05 (t, 3H) . 1. 76-1. 84 (m, 2H) . 2. 0 3 (d. 2H) , 2 
. 17-2. 20 (m, 2 H ) . 2. 36-2. 40 (m. 4H) . 3. 36 (t, 2H 
). 4. 61 (brs. 2H). 4. 72 (t, 1 H) , 6. 58 (d. 1 H) . 6. 9 
2 (d. 1H) . 7. 64 (d. 1H) . 7. 80 ( d > 1H) , 8. 28 (s, 1H) 
. 8 . 4 2 ( s , 1 H ) 
ft^M^- 2-112 

62. 00-2. 21 ( m . 6H) . 2. 39-2. 47 ( m . 2H) . 3. 44 (s. 
3H) . 3 . 79 (t. 2H) . 4. 16 (t. 2H) . 4. 56 (brs, 2H) . 4 



. 62(brs, 1H). 6.55 (d, 1 H ) , 6. 78 (d. 1 H ) , 7. 12 (s 
. 1H). 7. 1 8 ( d . 1H). 7. 61 ( d . 1 H ) . 8. 4 0 ( s . 1H) 

[ 0 2 2 2 ] 
ft^WM 2-161 

60. 89 ( t . 3H) . 1. 47-1. 63 ( m . 2H) , 2. 07-2. 11 ( m . 
4H) . 2. 19-2. 2 7 (m. 2H) , 2. 38-2. 45 (m. 2H) , 2. 80 
( s . 3 H ) . 3. 08 ( t , 2H) . 4. 56 (brs. 2H) . 4. 60 (t, 1H 

) . 6. 5 6 (d, 1H). 6. 7 2 ( d , 1 H) . 7. 1 5 ( s . 1 H) . 7. 1 7 ( 
d . 1 H ) . 7 . 6 0 ( d d . 1 H) . 8 . 4 0 ( s . 1 H ) 

it&m&z 2 - i 4.3 

6 2. 0 0 - 2. 2 4 ( m . 6 H ) . 2 . 3 8 - 2. 4 5 ( m . 2 H ) . 2 . 54-2. 

5 6 ( m . 1 H ) , 4 . 5 6 - 4. 6 3 (brs plus t . 3 H ) , 4 . 77 ( d 
. 2H) . 6. 56 (d. 1H) , 6. 79 ( d . 1H) . 7. 22 ( s . 1 H) . 7. 
2 5 ( d . 1H). 7. 61 ( d d , 1 H ) . 8. 4 0 ( s . 1H) 

ft^ff v 2-138 

62. 05-2. 26 (m. 6H) . 2. 41-2. 48 ( m . 2H) . 3. 87 ( t . 
2 H ) . 4 . 3 1 ( t , 2 H ) . 4 . 6 1-4. 64 (brs plus t , 3 H ) . 
6. 5 6 (d. 1H) . 6. 80 (d. 1H) . 7. 09 (s. 1H) . 7. 20 ( d . 
1H) . 7. 60 (dd. 1H) ■ 8. 40 (s. 1H) 
ftili'M^ 2-101 

62. 11-2. 40 (m. 8H) , 4. 58 (brs. 2H) . 4. 65 (t. 1H) 
■ 4. 86 (s, 2H) , 6. 57 (d, 1 H) , 6. 73 (d. 1H) . 7. 27 (s 
, 1H) . 7. 37 (d. 1H) . 7. 62 (dd. 1H) . 8. 41 (s, 1H) 

it^mm^ 5 - 175 

61. 57-1. 64 ( m , 2H) . 1. 75 (d. 3H) . 2. 03-2. 06 (m. 
2H) . 2. 58 (brs. 2H) . 3. 08 (d. 2 H) . 4. 18 (dd. 2H) . 
4.51 (d, 2H) , 4. 62-4. 67 ( m . 1H) . 5. 66-5. 9 0 ( m . 2 
H ) , 6 . 6 1 ( d . 114) . 7 . 0 1 ( d . 1 H ) . 7 . 13 ( s , 1 H ) . 7 . 2 0 

(d. 1H). 7. 62 (dd. 1H). 8. 39 (s, 1H) 

[ 0 2 2 3 ] 
ft^'Mf 5-89 

6 1. 57-1. 69 ( ra . 2H) , 2. 03-2. 07 (m. 2H) . 2. 59 (br 
s. 2H) , 3. 10 (d. 2 H ) - 3. 89 (s. 3H) . 4. 18 (d, 2H) . 4 
. 6 2 ( s . 1H). 6. 61 (d, 1H). 7. 01 (d. 1H). 7. 11 (s. 1 
H). 7. 18 (d, 1H), 7. 6 2 ( d d . 1H). 8. 3 9 ( s > 1H) 
ft£M^r 5-90 

61. 45 (t. 3H) . 1. 57-1. 68 ( m . 2H) . 2. 03-2. 07 ( m . 
2H) . 2. 58 (brs, 2H) > 3. 0 8 (d. 2H) . 4. 0 6- 4. 2 0 ( m . 
4H). 4. 6 2 ( s . 1H). 6. 6 0 ( d . 1H). 7. 01 (d, 1H) . 7. 1 
1 (s. 1H) . 7. 20 (d. 1H) . 7. 62 (dd. 1H) . 8. 39 (s. 1H 
) 

ft^t/Hr^ 5-176 

6 1. 55-1. 63 (m. 2H) . 2. 02-2. 04 (m, 2H) . 2. 55-2. 
62 ( m . 4H) . 3. 0 8 (d. 2H) . 4. 07 (t. 2H) . 4. 15 (dd. 2 
H) . 4. 63 (s. 1H) . 5. 16 (dd. 2H) , 5. 8 4 - 5 , 97 (m. 1H 
) . 6 . 6 0 ( d . 1 H ) . 7 . 0 1 ( d , 1 H ) . 7 . 1 2' ( s . 1 H ) . 7 . 1 8 ( 
d. 1H) , 7. 62 (dd, 1H) . 8. 39 (s, 1H) 
itSWWi^ 5-139 

6 1. 53-1. 63 (m, 2H), 1. 76 (d, 6 H ) . 2. 0 2 - 2. 07 (m, 
2H) . 2. 58 (brs. 2H) , 3. 08 (d. 2H) . 4. 16 (dd. 2H) . 



4 . 5 7 (d, 2H) . 4. 62 ( s , 1H) . 5. 46 ( t . 1H) , 6. 60 (d, 

1 H ) . 7. 0 1 (d. 1H). 7. 1 3 • ( s . 1H), 7. 1.8 (d. 1H). 7. 6 

2 ( d d . 1H) . 8. 39 ( s . 1H) 
it&mm^b - 12 3 

SI. 60-1. 67 ( m . 2 H ) , 2. 00-2. 09 ( m . 2 H ) . 2. 29 (br 
s. 1 H ) . 2. 60 (brs. 2H) . 3. 11 ( d . 2 H ) . 3. 9 4 (brs, 2 
H) . 4. 08-4. 22 ( m . 4H) . 4. 62 ( s , 1H) .6. 61 (d. 1H) 
, 7. 0 4 ( d . 1H). 7. 19 (s. 1 H ) . 7. 20-7. 3 0 ( m . 1H). 7 
. 62 (dd, 1H) . 8. 39 (s, 1H) 
[ 0 2 2 4 ] 

5-147 

5 1. 58-1. 65 (m. 2H) ■ 2. 0 4 - 2. 06 (m. 2 H ) . 2. 58 (br 
s. 2H) . 3. 10 (d. 2H) . 3. 84 (t. 2H) , 4. 16-4. 30 (m, 
4H). 4. 6 7 ( s , 1H). 6. 61 (d. 1 H ) . 7. 0 5 ( d . 1 H ) . 7. 1 

6 ( s , 1H) , 7. 2 4- 7. 26 ( m , 1H) . 7. 62 (dd, 1H) . 8. 40 
( s . 1 H) 

ffc#«»S^ 5-124 

5 1. 57-1. 69 Cm. 2 H ) . 2. 02-2. 05 ( m . 2 H ) . 2. 57 (br 
s . 2H) . 3. 09 (d, 2H) ,3. 43 ( s . 3H) , 3. 77 ( t . 2H) , 4 
. 13-4. 2 0 ( m . 4 H ) . 4 . 6 5 ( s , 1 H) , 6 . 6 0 ( d - 1 H ) , 7.0 
2(d. 1H), 7. 16 (s, 1H). 7. 17-7. 25 (in, 1 H ) . 7. 62 ( 
d d . 1 H) . 8 . 3 9 ( s , 1 H ) 

ft£-« t 5-132 

6 1. 57-1. 66 ( m . 2 H ) . 2. 00-2. 06 ( m . 2H) . 2. 59 (br 
s. 2H) . 3. 11 (d, 2H) , 3. 79 (s. 3H) , 4. 12.-4. 22 ( m . 
2H) . 4. 65-4. 69 ( m . 3H) , 6. 60 (d. 1 H ) , 7. 05 (d, 1H 
), 7. 13 ( s . 1H), 7. 21-7. 2 8 ( m ■ 1H), 7. 6 2 (dd, 1H) 

, 8 . 3 9 ( s , 1 H) 
<t&® 5-134 

5 1. 58-1. 64 ( m . 2H), 1. 95-2. 13 ( m , 2H), 2. 06 ( s , 
3H) , 2. 58 (brs, 2H) , 3. 09 (d. 2H) . 4. 16-4. 25 (m, 
4 H ) , 4 . 4 4 ( t . 2 H ) , 4 . 6 3 ( s . 1 H ) . 6.61 ( d , 1 H) , 7 . 0 

4 ( d , 1H), 7. 16 (s, 1H). 7. 22-7. 29 (m, 1H), 7. 62 ( 
dd. 1H) . 8. 39 (s. 1H) 

it£>Wm^ 5-133 

5 1. 3 1 ( t , 3 H ) . 1 . 5 9 - 1. 6 5 ( m . 2 H ) . 2 . 0 4 - 2. 0 7 ( m . 
2H) . 2 - 60 (brs, 2H) , 3. 10 ( d . 2H) , 4. 14-4. 30 ( m . 

4 H ) , 4 . 6 8 ( s , 3 H ) , 6 . 6 1 ( d , 1 H ) , 7 . 0 5 ( d , 1 H ) , 7 . 1 

3 ( s . 1 H ) . 7. 2 5- 7. 2 8 ( m . 1H). 7. 62 (dd. 1H). 8. 39 
( s . 1 H) 

[ 0 2 2 5 ] 
it&mm-f 5-163 

5 1. 1 5 ( t , 3 H ) . 1 . 6 2 - 1. 6 9 ( m . 2 H ) , 1 . 99-2. 1 2 ( m . 
4H) . 2. 64 (brs, 2 H ) , 3. 14 (d. 2H) . 3. 32 (t. 2H) . 4 
. 23 (dd. 2 H ) . 4. 64 (s. 1H) . 6. 62 (d. 1H) . ' 7 . 14 (d. 
1H) . 7. 53 (d. 1H) . 7. 54 (s. 1H). 7. 64 (dd. 1H), 8. 

4 1 ( s , 1 H) 
\t-&m 5-126 

5 1. 63-1. 68 (m, 2 H ) , 1. 93-2. 04 (m, 2 H ) , 2. 35 (s, 
3H) . 2. 61 (brs,-2H) , 3. 12 (d. 2H) . 4. 21 (dd. 2 H ) . 
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[ 0 2 2 6 ] 

it $m 5 - 1 2 9 

61. 28 (s. 6H) . 1. 56-1. 67 ( m . 2H) . 1. 99-2. 04 ( m . 
2H) . 2. 4 6 ( s . 1H) . 2. 60 (brs, 2H) . 3. 11 (d, 2H) , 3 
. 8 5 ( s . 2 H ) . 4 . 2 0 ( d d . 2 H ) . 4 . 6 2 ( s , 1 H ) . 6 . 6 2 ( d . 

1 H ) . 7. 0 2 ( d , 1 H ) . 7. 14 (s. 1H), 7. 1 8 (s-l ike. 1H 
) . 7. 63 (dd. 1H) , 8. 4 0 ( s . 1H) 

ItSm 5-130 

6 1.33 (s. 6 H ) . 1. 58-1. 6 4 ( m . 2H) . 2. 02-2. 05 (m, 

2 H) . 2. 58 (brs, 2 H) . 3. 10 ( d . 2 H) . 3. 31 ( s . 3 H) . 3 
. 87 (s. 2 H ) . 4. 18 (dd. 2 H ) . 4. 6 5 ( s , 1 H ) . 6. 61 (d. 
1H). 7. 01 (d, 1H). 7. 1 3 ( s . 1 H) , 7. 1 8 ( d . 1H). 7. 6 

2 (dd, 1H) . 8. 4 0 ( s , 1H) 
it-Sty 5-1 14 

5- 1 . 3 7 ( d , 3H) , 1 . 5 7 - 1. 6 4 ( m . 2 H ) . 1 . 7 7 - 1. 9 0 ( m . 
1H) , 2. 03-2. 05 (m, 2H) , 2. 04 ( s . 3H) , 2. 57 (brs. 
2H) , 3. 09 (d, 2H) . 3. 57 (t. 1H) . 4 . 0 3 - 4. 20 ( m . 2H 
) , 4. 62 (s, 1H) , 5. 25-5. 35 ( m . 1H) , 6. 61 ( d . 1H) , 
7. 0 2 (d, 1H), 7. 1 3 ( s . 1 H ) , 7/22 (d, 1H), 7. 62 (dd 
, 1H) , 8. 39 (s. 1H) 
it &'W 5-138 

3 1. 5 8 - 1. 7 0 ( m plus d , 5 H ) , 2 . 0 2 - 2. 0 5 ( m , 2 H ) . 
2. 58 (brs. 2H) , 3. 10 ( d . 2H) , 4. 0 3-4. 21 ( m , 4H) . 

4 . 2 S - 4 . 3 8 ( m . 1 H ) , 4 . 6 6 ( s . 1 H ) . 6 . 6 1 ( d . 1 H ) . 7 . 

0 4 ( d . 1H). 7. 13(s. 1H). 7. 17(d. 1H). 7. 6 2 (dd. 

1 H ) . 8 . 4 0 ( s . 1 H ) 

[ 0 2 2 7 ] 
ft &'-tty 5-98 

51. 0 6 (t, 3H) . 1. 80-1. 92 (m. 2H) . 2. 01-2. 04 (m. 
4H) . 2. 5.7 (brs, 2H) . 2. 93 (d. 2H) . 3. 97 (t, 2H) , 4 
. 18 (dd. 2H) , 4. 57 (s. 1H) . 6. 85 (d, 1H) . 7. 01 (d. 
1H). 7. 11 (s, 1H) , 7. 17 (d. 1H). 7. 35 (dd. 1 H ) , 8. 
4 0 ( s , 1 H) 
VCt^m 5-202 



§ 1 . 4 1 (t, 1H). 1. 59-1. 6 6 ( m . 2 H ) . 1 . 77 (t. 1H). 2 
.05-2. 22 (m. 3H) . 2. 60 (brs. 2H) . 3. 11 (dd. 2 H ) . 
4. 05 (t.lH) . 4. 19 ( d d . 2 H ) , 4. 29 (dd. 1H) . 4. 66 ( 
s, 1H). 6. 61 (d. 1 H ) . 7. 05 (d, 1 H ) . 7. 14 (s, 1H) , 7 
. 2 3 (d-1 ike, 1H). 7. 62 (dd. 1H). 8. 3 9 ( s . 1H) 
it£>W 6-82 

50. 92 (t, 3 H ) . 1. 42-1. 4 7 ( m . 1H). 1. 57-1. 8 0 ( m , 
5H) . 1. 98-2. 0 4 ( m . 2H) . 2. 35 (brs. 2H) . 3. 55 (dd 
, 2 H ) . 3. 93 ( t . 2H) . 4. 08 (d. 2H) . 4. 48 (t, 1H) . 6. 
62 (d. 1H). 6. 99 (d. 1H). 7. 0 9 ( s . 1 H ) . 7. 12 ( d , 1H 
) . 7. 62 (dd. 1H) . 8. 42 ( s . 1H) 

ft£«J 7-103 

SO- 35- 0. 4 0 ( m . 2H) . 0. 61-0. 67 ( m , 2H) . 1. 24-1. 
3 6 ( m . 1 H ) . 1 . 4 5-1. 51 ( m . 1 H ) . 1 . 5 7 - 1. 6 3 ( m . 2 H ) 
, 1. 67-1. 8 8 ( m . 1H). 2. 18-2. 31 ( m . 4 H ) . 3. 2 5 ( d . 
2H) . 3. 91 (d. 2H) . 4. 4 6 ( d . 2H) , 4. 6 2 ( s , 1H) . 6. 6 
6 ( d , 1H). 7. 0 2 ( d . 1H). 7. 12(s. 1 H ) . 7. 1 8 ( d . 1H) 
. 7. 63 (dd. 1H) . 8. 42 ( s , 1H) 
ft^flj 2-130 

51. 31 ( d . 3 H ) . 2 . 0 0 - 2. 2 2 ( m . 6 H ) . 2 . 4 0 - 2. 5 0 ( m . 
2H) . 3. 4 5 (s, 3H) . 3. 72-3. 81 ( m . 1H) , 3. 88-3. 93 
( m ■ 1 H ) , 4 . 0 1 - 4 . 0 6 ( m . 1 H ) . 4 . 5 6-4. 61 ( m + b r s . 3 

H) . 6. 56 (d, 1H) . 6. 77 (d. 1H) . 7. 1.0 ( s . 1H) . 7. 17 
• ( d . 1H) . 7. 61 (dd. 1H) . 8. 4 0 ( s . 1H) 
it^n 1-98 

SI. 05 (t. 3H). 1. 13 (d. 3H). 1. 71-1. 91 (m. 4 H ) . 2 
. 05-2. 15 ( m . 2 1-1) . 3. 00 (dd. 1H) . 3. 22-3. 30 ( m . 1 
H ) . 3 . 9 8 ( t . 2 H ) . 4- 10-4. 24 ( m . 2 H ) . 6 . 67 ( cl , 1 H ) 
. 6. 98 (d. 1H). 7. 10 (d, 1 H) . 7. 16 ( d . 1 H) . 7. 61 (d 
d. 1H) , 8. 39 ( s . 1H) 
ft&*J 5-118 

50. 36 (q. 2 H ) . 0. 63 (q. 2H) ■ 1. 1 9 - l" . 31 ( m , 1H) . 1 
. 55-1. 63 ( m . 2H) . 2. 0 7 (brt, 2H) , 2. 57 (brs, 2H) 

. 3. 07 (d. 2H) . 3. 87 (d, 2H) . 4. 17 (dd. 2H) , 4. 63 ( 
s, 1H) . 6. 59 (d+q. 2 H ) . 6. 99-7. 0 3 ( m , 3H) , 7. 61 ( 
dd, 1H) , 3. 39 (s, 1H) 
lt£-«fo6-4 

51. 4 0 — 1. 56 (m. 1H). 1. 75-1. 86 ( m . 3 H ) . 1 . 91-2. 
05 ( m . 2H) . 2. 61 (brs. 2 H ) . 3. 40 (dd. 2H) . 4. 16 (d 
, 2H). 4. 56 (t. 1H). 5. 81 (s. 1 H) . 6. 6 2 ( d , 1H) , 6. 
91 (d, 1H) , 7. 13 (d, 1H). 7. 1 Ms, 1H) , 7. 63 (dd. 1 
H).8.42(s.lH) 

ittrm 2-90 

SI. 08 (t. 3H). 1. 81-1. 93 (m. 2H). 1. 97-2. 0 9 ( m , 
4H) . 2. 16-2. 24 ( m . 2 H ) . 2. 40-2. 46 (m. 2H) . 2. 98 
( s . 3 H ) , 3 . 9 7 ( t • 2 H ) • 4 . 48 (brs, 2 H ) . 4. 5 9 ( t . 1 H 
) , 6. 5 7 ( d . 1H). 6. 7 7 ( d . 1H) , 7. 0 7 ( s . 1 H) . 7. 1 4 ( 
d. 1H) ,7.51 (dd. 1H) ■ 8. 07 (s. 1H) 
it & m 2-167 

SO. 98 (t. 3H). 1. 4 2 ( t . 3 H ) . 1. 67-1. 7 5 ( m . 2H). 2 



. 0 1-2. 2 3 ( m ■ 61-1) . 2 . 42 ( d . 2 H ) , 2 . 8 7 - 2. 9 7 ( m ■ 2 H 
) , 4. 28-4. 35 ( m . 2 H ) . 4. 57 (b.rs. 2H) ■ 4. 62 (t - 1H 
), 6. 56 (d, 1 H) . 6. 84 ( d . 1 H) . 7. 39 (d. 1H) . 7. 6 2 ( 
dd, 1H) , 7. 70 (s, 1H) , 8. 4 1 ( s . 1 H ) 

[ 0 2 2 8 ] 
it&fJJ 1-95 

51. 02-1.16 ( m . 8H) > 1. 26 ( s . 3 H ) . 1 . 79-1. 94 ( m . 
4H) . 3 - 30 ( m , 1 H ) . 3. 80 (d. 1 H ) > 3 - 90-3. 99 ( m . 2H 
) , 4 . 0 8 ( q . 2 H ) ■ 4 . 13-4. 38 ( m . 2 H ) - 4 . 77 ( b r s , 1 H 
), 6. 7 1 (d. 1H), 7. 06 ( s , 1 H ) . 7. 09 (d, 1 H ) . 7. 16 ( 
d . 1H) . 7. 60 ( d d . 1H) . 8. 37 ( s , 1H) 

ft£<ft 5-93 

5 1. 06 (t, 3H) . 1. 63-1. 69 ( m . 2 H ) . 1 . 74-1. 88 ( m . 
2H) . 2. 00-2. 02 ( m . 2H) , 2. 55 (brs, 2H) . 3. 01 ( d . 
2H) . 4. 00 (t. 2H) .'4. 07-4. 16 ( m . 2 H ) . 4. 38 ( s , 2H 
), 4. 59 ( s . . 1 H) , 6. 59 (d. 1 H) . 7. 01 (d, 1 H) . 7. 1 0 ( 
s. 1H). 7. 13 ( d . 1 H ) . 7. 5 0 (dd- 1 H ) . 8. 12 (s, 1H) 
it Sty 2-81 

5 1. 0 9 ( t ■ 3 H ) . 1 . 8 4-2. 21 ( m . 8 H ) . 2 . 4 0 - 2. 4 3 ( m . 
2H) . 3. 97 (t, 2H) . 4.56- 4. 62 (brm, 3H) , 6. 56 ( d . 
1H), 6. 73 (d, 1H). 7. 08 (s. 1H), 7. 2 3 ( m . 1 H ) . 7. 6 
2 (dd. 1H) . 8. 4 1 (s, 1H) 
fto-'-^ 2-67 

52. 00-2. 2 1 ( m , 4 H ) . 2. 28-2. 35 ( m . 4 H ) . 4. 59 (br 
s , 2H). 4. 66 (t, 1 H ) , 6. 58 (d. 1 H ) . 6. 8 8 ( d . 1H), 7 
. 63 (dd. lH), 7. 74 (d, 1H) , 7. 86 (s. 1 H ) . 8 . 4 1 ( s . 

1 H) 

it &%Q 5-99 

51. 06 (t> 3H) . 1. 58-1. 63 ( m . 2 H ) . 1. 65-1. 89 ( m . 
2H) ■ 2. 02-2. 0 4 (m, 2H) . 2. 57 (brs, 2H) , 3. 06 (d. 
2H) . 4. 0 0 C t . 2H) .4.16 ( d . 2 H ) , 4. 62 ( s . 1H) . 6. 5 
7 ( t . 1H). 6. 63 (d. 1 H ) , 7.01 ( d > 1 H ) . 7. 1 1 ( s > 1H) 
. 7. 17 (d, 1H) . 7. 6 0 ( d d , 1H) . 8. 2 4 (s. 1H) 

[ 0 2 2 9 ] 
ft£*ft 5-103 

5 1. 0 4 ( t , 3 H ) . 1 . 5 7 - 1. 6 4 ( m . 2 H) . 1 . 7 7 - 1. 8 8 ( m . 
2H) . 1. 96-2. 04 ( m . 2H) , 2. 58 (brs. 2H) . 3. 1 3 (d. 

2 H ) , 3 • 9 1 ( t , 2 H ) . 4 . 17 ( d . 2 H ) . 4 . 5 2 ( s , 1 H ) . 6 . 6 

1 (d, 1H) . 6. 63 (d. 1H) . 6. 75 ( s - 1 ike. 2H) . 7. 63 ( 
dd. 1H) . 8. 40 (s. 1H) 

iti^m 5-101 

51. 06 (t. 3H) . 1. 47-1. 6 7 ( m . 3H) . 1. 79-1. 91 (m. 
2H) . 2. 01-2. 04 (m, 2H) . 2. 56 (brs, 2H) , 3. 0 3 (d. 

2 H ). . 3. 97 (t, 2H) . 4. 09 (dd. 2H) . 4. 57 (brs, 2H) 

, 4. 60 (s. 1H) . 6. 61 (d. 1 H) . 7. 01 (d. 1H) . 7. 11 (s 
, .1 H ) , 7. 17 (d, 1H), 7. 52 (dd, 1H). 8. 1 4 ( s . 1 H ) 
ft^^5-4 

51. 69 (m, 2H). 1.97 (m, 2 H ) .' 2 . 65 (bs. 2 H ) . 3. 14 ( 
d . 2 H ) . 4. 2 4 (d.d, 2 H ) . 4. 65 (s. 1H) . 5. 65 (s. 1H) . 
6. 63 (d. 1H), 6*. 99 (d. 1 H) , 7. 14 (d. 1 H) . 7. 2 0 ( s . 



1 H ) ■ 7 . 6 5 ( d > 1 H ) . 8 . 4 0 ( s , 1 H ) 
it£® 5-177 

5 1. 6 2 ( m ■ 2 H ) . 2 . 0 4 ( m . 2 H ) , 2 . 5 3 ( s , 1 H ) . 2 . 6 0 ( b 
s , 2H) . 3. 10 ( d ■ 2H) , 4. 19 (dd, 2H) , 4. 63 (s, 1H) . 
4. 77 (s, 2H) . 6. 61 ( d . 1 H ) , 7. 04 (d. 1H) , 7. 27 ( m . 

2 H ) . 7 . 6 2 ( d . 1 H ) . 8 . 4 0 ( s . 1 H ) 
ft£*9 5-75 

6 1. 6 3 ( m . 2 H ) , 1,98 ( m . 2 H ) . 2 . 61 ( b s , 2 H ) . 3 . 15 ( 
d, 2H) , 3. 37 (d- 1H) , 3. 68 (d. 1H) , 4. 2 0 . ( d d . 2H) . 
4. 61 (s, 1H) . 5. 07 (d. 2 H ) , 5. 93 ( m . 1 H ) . 6. 63 ( d . 

1 H ) , 6. 97 (d. 1H), 7. 41 (s, 1 H ) , 7. 4 5- ( d . 1 H ) . 7. 6 

3 ( d . 1 H) . 8 . 4 1 ( s . 1 H) 
[ 0 2 3 0 ] 

it&fi) 5-69 

61. 65 (m. 2H) , 1. 94 ( m . 2H) . 2. 61 (bs, 2H) , 3. 15 ( 
d, 2H) , 3. 43 (s. 3H) , 4 . 21 (dd. 2H) , 4. 63 ( m . 3H) . 
4. 77 ( s , 2 H ) . 6. 62 ( d . 1H) , 7. 00 (d, 1H) , . 7 . 53 (d. 
1H), 7. 65 (d. 1H). 7. 70 (d. 1H). 8. 4 0 ( s , 1H) 
it&f/J 5-131 

6 1. 35 ( s - 6H) , 1. 58 ( m . 2H) - 2. 0 2 (m, 2H) , 2. 55 (b 
s . 2 H) . 3. 07 (d. 2 H) . 3. 6 8 ( s . 3 H) . 4. 02 (s, 2 H) . 4 
. 15 (dd, 2H) . 4. 5 8 ( s . 1H), 6. 61 (d, 1 H ) , 6. 99 (d. 
1 H) . 7. 1 0 ( s . 1 H) . 7. 1 9 ( d . 1 H) . 7. 6 2 ( d . 1H). 8. 3 
9 ( s , 1 H) 

5-137 

6 1. 62 ( m . 2H) . 2. 03 ( m . 2H) ■ 2. 36 ( s . 6H) . 2. 58 (b 
s. 2H) . 2. 77 (t. 2H) , 3. 09 ( d . 2H) . 4. 14 (m. 4H) . 4 
. 6 3 ( s . 1H), 6. 6 0 ( d . 1H). 7. 0 0 ( d . 1 H) , 7. 14 (s. 1 
H) . 7. 20 ( d . 1 H ) ' . 7. 63 ( d . 1H) ..8. 40 (s, 1H) 
ittr'W 5-136 

6 1. 65 ( m . 2 H ) .2. 00 ( m , 5H) , 2. 60 (bs, 2H) , 3. 11 ( 
d, 2H) ■ 3. 67 (g, 2H) , 4. 10 (t, 2H) , 4. 21 (dd, 2H) . 
4. 62 (s, 1H), 5. M (bs, 1H), 6. 62 (d. 1 H ) . 7. 05 (d 
. 1H), 7. 15 (s, 1H), 7. 23 (d, 1 H) . 7. 63 (d. 1H), 8. 

4 0 ( s . 1 H) 
it&yi) 5-73 

6 1. 4 1 (d. 3H) , 1. 65 ( d . 2 H ) , 1. 97 (m, 2H) . 2. 62 (b 
s, 1H) , 3. 15 (d, 2 H ) , 3. 37 (s, 3H) , 4. 20 ( m . 2H) , 4 
. 6 2 ' ( m . 3H) , 5. 08 ( q . 1H) . 6. 63 (d, 1H) . 6. 97 (d, 1 
H), 7. 4 9 (d, 1 H ) , 7. 63 (d, 1H), 7. 73 ( s . 1 H ) . 8. 40 
( s . 1 H ) 
[ 0 2 3 1] 

m m m m m 
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